B4 AL RiEERER 50 mg
[ZRE9 & H
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1. B X33 R o Rk
1.1. EEZH 08

FHZY A7 U (BBRASTSE - GAR-936) 1%, 7 UV A7 U REEEL ML S
Bl h 7 TV — BT A/ VA 7 Vv OFEETHL Y, 7Y v A 7 U R
BT, B~ 7 F L%, ZJudunxsarRk, JVaxXFFRR, vr/aI4 RRLXOCA X
YY) R ERBLTIEERE ZEZ R 22 ORNMEERET L0, FHETREZIZINOD
PIER L TE DK TIE AR M A AT L& ThDL, T A 270 00%, 75
LAGHEE O AT, Z2< OBEFOIEIEIC U TR Z - & 700 B F LR B-
Z 7 #<—"% (extended spectrum beta-lactamase : ESBL) PEAHE, 7R b X —BROF
O OMMHEEZZTe 77 AfaME, FEME (LYARTR, ~M1aFI7ABRO7 T3
CTE)ICHIEESER L, TOHE AT ML, BBFEOT NIV A 7 U U RPTE R,
TE L CEANME S T ABEEIC L B BRPEREHAICHBE Sh 2 P h~A v E o
WL BELRD,

1.2. bREICB T 5 ZHIMHEEBRIEOHHR L IHE LOMER

PE A G O RAH AL CHE I T S MR O BN s S Twn 5 0 B B R AR
BYVEICB W T EEE CTHOBE SN AEA T R UBRE N RYE CTHEL 25 7 5 Lk
MEE T, BEEOBEEICR LT WO A 5T,

7T AfEMEE TIEHFIC, ESBL EAFEMNMEELE 25, 77425, ESBLICL VA O B-F 7
A ALARTEAEDNAFEIND T, BFEOMEPMFTE %, DHBETIE 1993 FITH)
¥ T ESBL PE/E KRIGHE 34 BE SN, 2004 4E 0 2E 77 gk O P4 Tid, KIBHE T 3.3%, i
RIEKE T 2.2%, ZE T 10.6%2 ESBL FEAEKE 2> TR Y, X H25HIMABHES T
Y IS, 7T ABEMEEO ESBL EAR &, AKESBL & I3BEBRTHLE I VA ax s ay
Mtttk oo B &2 R e 5 WRE AN H 5, ESBLEEABE O 7 v A4 1 X/ o sitHEfRiconwT, 7
A arsmEEE TN T A FEICESBL EABMG T L RICHEAEL TS & ORE
DAY FE, DAERRKICHB L TIAALR ALRREEOMHEEN S, A4
1 R-F 7 A —EBEAMD ST LAREE RIREFERE) 77 LAREHEKMR (Bacteroides
fragilis 72 Y) BPBHENTEO™DY, TR b7 Z—B TIEE < OPLE I Mk %2 #
BLE2AMMERSBER S TnE ™ ERo & 5 it Eo B L o0&, L
NRELREGIP-T 7 XA LT T AR /1R R EOHE O ] #EEH I

LBERIEE, MIEO 7 a— MR EORR LB 20N TE Y, ZAIMMEE SRR T 2 &
IED Y AT BN@E->TW5DH, DMPETEAGEE A 2010 4 9 AN OEE 12 B £ TloE
L2 AImEE ORERE ( TRAEICBT2H - 22AmEEO ZEMRE] ) T, 11
NREL T GLIRW -7 7 X%, A nax/ arRi, T JEERZRO 3 ZFEOHE R
Wxf LR e M2 TR 2T g e L, ZAIMEE & L TlE SN 153 5o 9 b3k
BREIT RIBE 67 Bk, FiJSHREE 35 Bk, Enterobacter cloacae28 ¥ T - 1=,
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— 5T, ESTELENRATRREB R X — 0 201049 A 15 Af#EMEE THRE S
Loz, ZHIMMET % bX7 #— (Multiple Drug-Resistant Acinetobacter : MDRA) DEWN
YRR E LT 0.21% (2007 45 7 A ~20104E 6 ) @< i, E£72, 2010 4 E O JF A %@
BRI R S — A T AREMT— 2 TH, 1,069,216 4 OBEIEHEFZ S B H &
N7z B KA ME 7 7 A E L, 5 =R 7 7 2 2R U Ui KIBE 9,196 #£(0.86%) ,
ToA v ) M RIBE 22,996 £k (2.15%) , BB T 7 m AR YU Mk R AR E
2,050 ¥k (0.19%) , MDRAS55 ¥k (0.01%) Th -7, LrL, ZhEDOMMEEICH L TR
FeERARE2 S 2o THEEO RN M o &R &L Emch 5, 72, MWk
EICHERIERTH->TYH, PIE AT bR\ L2t EOREN D % il R
ENDHZENEL, BIIEHBEECHRERENMET LTV ABFICEBO TR TERRRE R
ZORBORT, SOk, SHNMMERE IR 2 RYEIC ST 5 FH A O ER o
M E D,

13. F 5 YA 27 ) v 2bAEICEATHIES

T A7V I AT UMEE AT F U EKE  (Methicillin-resistant Staphylococcus

aureus : MRSA) 0N a4 U U MHEGERE (Vancomycin-resistant Enferococcus : VRE) 72
EOLZHMNE T T AR OIE)y, ESBL FEAE e L OZAIMME S 7 AMEE, xR &
CHEEMEICK L TARAPIEEEEE T2 D, BKTRZAMMEREZ S E2FHK
\Z K DEMEVERRE « R FEHRRAL AR UE  (complicated skin and/or skin stracture infection:
cSSSI) Mo OV MEME I 72 N YL iE (complicated intra-abdominal infection: cIAI) (I k)3 5 IG5 %
REED — DL 72 o TV BRI, 2011 FIZERIN CTAK STz ALK T HH A KT 4 27T
i%, MRSA, VRE, ESBL A 5 Nl B BB BE—55 18 KM B K& OY Klebsiella J&, Acinetobacter
J&, Carbapenemase FEAEMIRBE 72 ElCxf L THRIN TWAMEKO—2THD (1425
IO

PREICBWTY, B BIRENE S 5 VT AREE CHAEAMEH T 20K ER 8 18R
YE BB M OVEIENIRYYE B IR T 2RBERIIMR O TV D 2 L d, BRYLERE O Y3
2 (FEMIEA B ARRRE S 2, HHEAN B A EFRESS, A ARRERESS, B ARBEEK
Hlprs) BSAFE LK TSAET % F A2 % — (MDRA) BYIECET 2 %2405 0
BE] BT, BRKTIEHE —BIREL R TWA LI REE (2 2Fr, FHAFAL 7Y L)
AOBETHHEMTES LS, 2 ORMARICH T ZEHER L TROEE SR LEND
mE, FHEYA TV OFEWER EOMLEENRRINTND,

INLDEBREOMBESLOCBEEZES/NS OED A2 B LR, ERICBWTH A
IS L DRRIEICT DT A A7) o OMEHTIRE» O OFEWEARL, FOEE=—X
Wz b7, KEZRETLZ & &L,
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14. AR OREE
1.4.1. #E T D & B 3%

kE w4 2k (B 74— 13 O £ o s E RSB A s L, 2004 4 12 5
(2, KET cSSSI XU cIAl A fiE & LTHEE L, 2005 4 6 AICKRBIMG L, £z, K&
JNCTH 2006 4 4 A IZ ¢SSSI L TR clAl % is & L CHEAR Sz, KE T 2007 4 7 Bl
fifi%¢ (community acquired bacterial pneumonia : CAP) D% HEE L, 2009 4F 3 F 2GR

iz, 2024FE 7 ABE, /YA 7V 3 KkEEE OIS »ETEFEINTWD,

HAETHABENTWLF YA 7 U OFISE « BISEE N Ak - & ZTable LIZR T,

Table 1. AEOEISE - BICHBELUHE - AE

WIGHE | BHEMERE B A L e U e PR R LRI
7S e S YL (Complicated (Community-Acquired
(Complicated skin and intra-abdominal Bacterial Pneumonia)
skin structure infections) infections)
S EYE] Escherichia coli, Citrobacter freundii, Streptococcus pneumoniae
i Enterococcus faecalis Enterobacter cloacae, (penicillin-susceptible
(vancomycin-susceptible Escherichia colli, isolates), including cases
isolates), Staphylococcus Klebsiella oxytoca, with concurrent
aureus Klebsiella pneumoniae, bacteremia, Haemophilus
(methicillin-susceptible Enterococcus faecalis influenzae (beta-lactamase
and -resistant isolates), (vancomycin-susceptible negative isolates), and
Streptococcus agalactiae, isolates), Staphylococcus Legionella pneumophila.
Streptococcus anginosus aureus
grp. (includes (methicillin-susceptible
S. anginosus, and -resistant isolates),
S.intermedius and Streptococcus anginosus
S. constellatus), grp. (includes S.
Streptococcus pyogenes, anginosus, S.intermedius,
Enterobacter cloacae, and S.constellatus),
Klebsiella pneumoniae, Bacteroides fragilis,
and Bacteroides fragilis. Bacteroides
thetaiotaomicron,
Bacteroides uniformis,
Bacteroides vulgatus,
Clostridium perfringens,
and Peptostreptococcus
micros.
ik AFNOHESE k- B, FIRAES 100mg & L, FO%IE 12 K Z 212 50 mg
-HE | ThDH, KRNI 12 FER T LI 30~60 0 TEIRNE G T 5,
BR | ESIE PEHMEVE B2 G - B2 I8 T Ll e e 2 L e U e PR R
P (Complicated skin and soft tissue (Complicated intra-abdominal infections)
infections, excluding diabetic foot
infections)
AFNFMOIBREP B SRRV EHIT S NIEHBRICOR BT L2 &
WO RPIEEDOTA FTA IS Z &
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S| Commonly Susceptible Species: Enterococcus spp., Staphylococcus aureus*,

i Staphylococcus epidermidis, Staphylococcus haemolyticus, Streptococcus agalactiae*,
Streptococcus anginosus group* (includes S. anginosus, S. intermedius and S.
constellatus), Streptococcus pyogenes*, Viridans group streptococci, Citrobacter
freundii*, Citrobacter koseri, Escherichia coli*, Klebsiella oxytoca*, Clostridium
perfringens, Peptostreptococcus spp., Prevotella spp.

Species for which acquired resistance may be a problem: Acinetobacter baumannii,
Burkholderia cepacia, Enterobacter aerogenes, Enterobacter cloacae*, Klebsiella
pneumoniae*, Morganella morganii, Proteus spp., Providencia spp., Serratia
marcescens, Stenotrophomonas maltophilia, Bacteroides fragilis group

Inherently resistant organisms: Pseudomonas aeruginosa

*denotes species against which it is considered that activity has been satisfactorily
demonstrated in clinical studies.

i AT A HESE AT, A EA 100 mg, £ O%IE 12 B 2 &2 50 mg
-HE | &, 5~ BHREET 5, BREWIMT, BEoBEER, MY, BF OERIC
IEUTHET S Z &, AKHNL 30~60 i CTHEBEHIIRNEST 5,

2010 FRERMA TE LT 2011 FRONGRMSXEL VA

142. AETOF 5V A4 7V > ORI EFFH T

B OEEE, AR CEDRILE RDHEREBROTA RIA4 B SN =T 7Y
A7V ORI ES T AL TSR LT,

1.4.2.1. Harrison's Principles of Internal Medicine 17th Edition*’

1.42.1.1. [N T T AR & HUE Kt

KIWGE, Klebsiella, Enterobacter, Citrobacter, Acinetobacter FLULNE O P A BIMHE 12 x4 2 &
REE LT, BRI IZER S TWD D, invitro TIETF7ZH A4 70 (FLOWIIEED
U FGATHLT VUYL 7RI, RIIFT B (HHEBLDL LEEKFELTA
XIEH) MEWIEMEERT,

1.4.2.1.2. GRS & HLHE KM

T A7V 3BERMEE O EEMEOH LV & LT, FDAIC K> THEARBEINTES
Ut A7) RIEOHEETH L, F7 YA 7 U X Peptostreptococcus J&,
Propionibacterium J&, Prevotella J&, Fusobacterium J&, % L TIE & A E D Bacteroides J&72 &
DHKHEEICIE IR H 5,
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1.4.2.2. Mandell, Douglas and Bennett's Principles and Practice of Infectious Diseases’’ }z T}
AHFS Drug Information 2011°

1.4.2.2.1. RN B YL AE

FHFYA 7Y T RICR TR (2 & D A HENERE I N R GYIE OIRIRICAE 3 % . @ Citrobacter
freundii, Enterobacter cloacae, Escherichia coli, Klebsiella oxytoca, K. pneumoniae, Enterococcus
Jaecalis  (vancomycin Bz M E LD A ) |, Staphylococcus aureus [ A F U Y ME S aureus

Zate, (MRSA; A% WU Uittt MRSA S aureus XX ORSA) 1, Streptococcus anginosus
group (S anginosus, S. intermedius, S. constellatus) , Bacteroides fragilis, B. thetaiotaomicron,

B. uniformis, B. vulgatus, Clostridium perfringens, XX Peptostreptococcus micros.

FFY A7V ORI R OE ML, A OB MM NG 239 5 T E 5 R SE SRk
RBRIC L > THRIES N TWAD, ZOEISE BT RER, HER, BER, §/+ HEHZF1L,

MEENIRE, BEFIL, ROEREThHo7=, 7427 Y OB &EIT 100 mg A0 5
W, FNLEEIZSS0mg 2 12 FE & AR FET 5, BREMMIZS~14 B TH - 7=, HEIE

WL IE (2 X3 B AR DOIEERN K 1X, imipenem M OF cilastatin & [RFRE TH o 7=,

1.4.2.2.2. 28 « SR YL iE

FIY A7V AXRIC AT IREE IS & 2 B8 - BB AR RIE OTRRICER 2. S aureus
(MRSA %= &) , Streptococcus agalactiae (group B streptococci) , S. anginosus group (S.
anginosus, S. intermedius, S. constellatus) , S. pyogenes (group A B-hemolytic streptococci)

E. faecalis (vancomycin-f& D) , E. cloacae, E. coli, K. pneumoniae, X% B. fragilis.

FHEYA 7Y DENMER LT, A OEMEME R AAMRRIE BT 5 EER
TR RIS L o THRFEES LT, & O SR BILANE RE L OUE R K (10 cm XX #1
LE, PN R L — U R0, SOTEBEEOEL) , EEORE, BREMIEE KU
G FrYA4 270 OPEMEZ 100 mg S FE, ZRLERILS0mg 2 12 Kl 2 & A FF
HT 5, REMMIZS~14HETH -7,

1423. HEOHA FFIA BT BFFY A7) AMEHOHLE
1.4.2.3.1. #3214 BE B N R iE
1.4.2.3.1.1. kE, IDSA HA KT A4

T PR e IC & B B~ A DM I I N UE O R E ISR LT, FAYA U L
BC L AHIERIBHE L LCHEAT S, [CEF LA - LU, #E3E A-1]°
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1.4.2.3.1.2. FROEHEEIENBERIEDOXKETNA FIA4 i L Ta—m vy XOAE, ICU,
BEERMIE S - RMIVEZ2SOEMAFEO 2 A v N R UHIEY

FAY A7 U L FZAImERE (MRSA, VRE, ESBL 7 A M PY & B & B —Rr 2 RIBE & OY
Klebsiella J&, Acinetobacter J&, Carbapenemase PEANMRME 72 E) I L A MEEWNRYYE (5
7, W2 KT HEMNTIERREE L LTH#HEINLTWS, 2721, BIREOREN DN
HEEE, FUYA7 Y ERIRBEIEZHEORBEE L 2 & 595 (Table 2) .

Table 2. ZHIMMMEEIC L A EENRRE (582, B2) OHEKERY

A

TEF R LA

MRSA

Tigecycline#
Linezolid
Daptomycin
Vancomycin
Cotrimoxazole

VRE

Tigecycline#
Linezolid

ESBL PEE
(E. coli, Klebsiella spp.)

Imipenem

Meropenem

Doripenem

Ertapenem#

Tigecycline#
Acylaminopenicillin/BLI
Fostomycin

P DD W W W WMWY R W

Acinetobacter spp.

Colistin
Tigecycline#

Carbapenemase B4
(f ; KPC)

Tigecycline#
Colistin

EEEEN BN E S

TR WEEPEEErlaowar»d

#:RIBE OBY N DI D & XL, Tigecycline EEH ICESMOL 2 MEREFHBRET S,
MEEE : MRSA : A F U Uit E 7 R ERE, VRE : RNra~o 3 oM BERE, ESBL : & E Mk
R B-T 7 &~ — VAR

1.4.2.3.2. BHEM T - REHEBMBRYVE : CKE, HA FI1 %)

ABih ML 5 BE T, W, KB HE ALY MV A B OBAIRN RS O FE R %
/2%, MRSARZOMO 7T ABEEICHRERDEEODUL DL LTF ¥ A 7
U BTN TS,

T HENE CHEEIEME OBRERARME R 2% LT, BERMERE, 77 LABME, ROBE 7 T At
MBI HEESE 25T A2 ERITEA S D WIT0FHBE S ICL D Héht a2 nd, EMERE -
HREBAE AR B IC T A EEALIBIERBRICBWT, F5AY A 27V o0 EFBEITED T
ol
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1424. %8

BRAKDH A KT A 2777536 ¢SSST KR cIAL ICH T B RO RN O — > L L THESh
TEY, FHiZ, 2011 FICERM TaR SRz cIATIZK T2 74 74 ¢, MRSA, VRE,
ESBL JE A j5 N R B B BE—FFIC KB TH K& O Klebsiella J&, Acinetobacter J&, KT
Carbapenemase FEA i RARE 72 SIZk L THER SN TV O HIEED —D>ThH %,

1.4.3. DB ETOERK B

poEcix, 0l 7 Lo mkREBR A RS L, BpEE 3 HW EEE SRR 1B L
o srmn) o ollece T Lol G - 2 oo “wm,
VRTEVE SRS, OV A - IO YR, IRVEIE O, MR, MERECIENE, IREE % %
st e L ool W om0

BN o ENEEE R TR
AlEl, M2 RENCI T 2 2 Ak E G E O BUR L iak EoMER] KO 1137579 A
7V EDPHREICEATHIER] ISR LE XD, ZAIMMEBREE QIR L U FEEN D
ODELAEZ ), HEEICE AEL, AFAOENMEEEHERTICEST, 59 A4 270 %
ZAIMMEE I U CHAE T I H 720, AAEBEH Y /I & 0 FEn 5 o & RER 2 £ o 35k
LR T =2y =V EREE L, ICHES A R4 It -t ok R, F74
A7V OEYEMENBARAANENEANATEHBLTEBY, HORZMES ER &R 2 cHELl
LTWbZEns, AETF—FEHIRANIAET L Z LT ATREE HIW L, S ECREICKRE
NIhee - IR EOHE - HEZEAL, AEOTA R4 o CHBIN TV HIMEE S
WMBRLTHLE L, SHORETCTESNDI T FY A4 7 U OEE - IR EKOCHIE - H
wFLLTOERBY THD (Table3) .

Table3. DHRETTFEEINDIZE - 2 RLCHE - BE

M- AR GERER AACERIEORGE, ~hnAsS—F, /LT YT IR, o Tn
NYE—, TR AT SR
L, MOV RIC T R L BRI RS

CEISIE)  DRAEME R FERYE, 1RPEMREIE, AME - VG R VT RIS O gk,
UbA - BEO RS, ERS, WENRE, BfEx

Ak HE @, RAKE, S50 A4 2700 LTHEAE 100 mg % 30~60 437 CTAE
AR 5, LTS 12 BER 2 212 50 mg % 30~60 20 2> TRl IRNE ST 5,

1.4.3.1. HFEZIEE - R OFERHL

AME T EEME U7 oSSSI R TN clAL xf 5 & L7235 3 #HakBR  (300-US/CA, 305-WW, 301-WW,
306-WW iRBR) C, 574 7 U A3zt BRI (cSSSI: N aw A v+ 7T X b AT AFEA,
CIAL : A SRR L/VTAFZT V) K LIFLUERRIES N TS, 2, ThbORBED
A TS S AU 72 M (resistant pathogen: RP) A xf4 & L 725 3 #HERER (307-WW, 309-WW
MR 1B WT, RPICXTH2ARBOFMENRRD LA,
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Tigecycline
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PAEIZIBVTIE, ¢SSSI & clAl @EPT“MW)%;%‘EG:??JS‘HWM#T% 72V RPIZ & B el
JEIC T AERE FOLEMERSWED, ZHOAARSICBITAMISERE L,

WISEE S LT, EBRRER, $5IC RPRBRCTHOBEE NS <, MhoBEEICHT 5 s
ROLNEEIE, KBH, Yhansa—g, JLT VIR, moTFans E—F, TV
IR EA—BTHY, DEFITEHL DD, D OMMEEICEE L lBREICE T
L, FAYAL U L EESThotod, T OEEERR LE,

1.4.3.2. HFEAE - AEORERIL

ANE T HEM L7z ¢SSSI x5 & U7 2 fHslER (200-US 3RBR) 12\ T, F7 04 27 U %
A &8 (WA 50 mg 5%, 25 mg % 12 B[] & LSRN S) &b L ¢, @A &R (1)
[ 100 mg &% 5-1%, 50 mg & 12 Kefl] & L ISRV S) TEmWaaMEZ =L, HEKIGHE
%ﬂmb%nto%3mﬁ%iF@E%%%1mmgkL FOHBIL 12 K] Z &2 50 mg &
H130~60 i TEARNE G T2 Ak HEAZHWTER- S, BCKTIERME - &8
EREhT,

<@<%@:%H‘é7¥(muﬁﬁff )EHE>

KE  RANOHELE R - - &I, *ﬂ@ﬁﬁ%’i’lOOmgkL FDHIT12KFM I LT 50mg T
HD, AFNT 12 K 2L 12K 30~60 3 i TEHIRWZE 595,

RN« B Ak D HEE A B, AIEHE 100 mg, FO%iE 12 B 2 &2 50 mg %, 5~14
HRIE G535, REMEIL, B0 HEERE, YA, BEOERIC T TRET D
Tl ARFNE30~60 0 CHEBEIRNE 594,

PMETTFELTWAARAORHE-AER, BERNEAEICKT 2 ERpEhERER O R & O ICH
ESHA KT A N2EES< REFERICEET 57 &, ¢SSSI K& T8 cIAT IZx%f L TRRK THGR
ENTWLHE - IELFEUNETHREL -,

144. EERT —F X r—v

FHHA 7V L, B EREBIY RBIC L - TR S AAEBR T — 2 035 5. £, b
MENCBOTHE L HRBREZER L TBY, “NL0EKRT — % 2K, SERKRF— %%
FIRLTCF YA 70 o2 RBIICENICEATLZZ EMAEEE X,

— AT, PRI OF ML, BYEAL T O REMIRE, TREE O HUE T T D B TR
FL, 7% A4 27U TiX AUC/MIC ERHERDREAHEET S L@ TFHIRT-TH D,
FIHA 7Y o REHZEOEDEBIZHARAN S AKARCTEATHETH Y, ENETHE
BRIR D BERR DT 7 A 7 U KT DR MICH O RE R 2, T, SEF 3 MR
WZBWT, TVTANOBEENPMMORBEE RN LRI, LEnDG, AEE3
FRRRBR AT B AR ANICAE R BE E T L7z (1432 M) . AKFEHBEOHK T — F /Ny 7r—
V%, Figure 1IZ L7,
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Figure 1. ARABHBECOBET —FZ v r—

B& KE/BMIT ST

e e e e e G p oyl EMHEAR
22 ) B fE 5, B EpEO R 3074A1-100-EU (B [E#& 5, HV)
3074A1-107-JA (B [E# 5, HV) 3074A1-101-US (R & &, HV)

3074A1-114-JA (RE®R 5, HV) B Bl e 5 ER
3074A1-118-JA (R & & 5, HV) @ 3074A1-106.CN (R EE 5, HEA, HV)

| 3074A1-109-US:ruEB OB, HV (T 3074A1-109-US: B BB OB, HV
eI L AR R A% - H - BERABTE
3074A1-104-US - TAA5 R

3074A1-104-US - YRS R
3074A1-112-US : BB ()

FMmk (i » 3074A1-112-US : BB ()
3074A1-113-US : ENBE (AH &) LEDBOEM | | 3074A1-113-US : EMBE (BB )
DR 3074A1-116-EU : E4 Bk

3074A1-116-EU : EMEE

3074A1-117-US : B T1E : 3074A1-117-US : %47 13 1%
< BHER (AEMER)

3074A1-102-US : 8

| BRENH (WEMER)
E 3074A1-103-US : BEE
z

3074A1-102-US : F
3
mnEananne 3074A1-105-EU : HFEE

074A1-103-US : BEE

EY-EZWMHEEER (HMEMWER)
3074A1-111-US : 3% >
A A ¥ 3074A1-115-US: )77 >

SHEREOBE
(FAERUREN) RAERMAR (FAMRUREN)
3074A1-200-US - 0SSS| 3074A1-200-US : cSSSI
3074A1-202-US : clAl 3074A1-202-US : clAl
R e T amiczn T 7 A

O
EIZFAﬁ\bGJEEHE ﬁﬁﬁai—m L\T—W:‘ﬁu’t%ﬁ XE/RM/ T ST AN DBREKDE#KZE AL
LEBRRS T4 THE FRZHRB

| cSSS (g cSSSI (—BEERILBRAR)
3074A1-300-US/CA 3074A1-300-US/CA
3074A1-305-WW 3074A1-305-WW

—Ew 5 E IAl (ZEE@ILBHE)
Sor4A1 301 -ij%vtt& ) ®’E§1ﬁﬁf v Soran1 01w
3074A1-306-WW DEL | 3074a1-306-WW

MAEEILLxY ol (2304
T WEEICE AREE ! Mt EIC & % MR IE
i 3074A1-307-WW: VRE, MRSA (ZBE# kit 3074A1-307-WW : VRE, MRSA (ZEE#&
) LB ERER)
| 3074A1-300-WW: 75 AlateE N
todomEs T eaal
i HAP/CAP -Z3#E
3074A1-311-WW : HAP
3074A1-308-WW : CAP
3074A1-313-WW : CAP

1

1

1

1

E

I olAl -E3HER
i_3074A1:316.CN
T
]
1
E
1
]
1

HAP/CAP -E 315

3074A1-311-WW : HAP
3074A1-308-WW : CAP
3074A1-313-WW : CAP

Exsumomm | clAl -F3ERR
3074A1-316-CN

oUTI BB &
3074A1-203-EU [FiEEER]
3074A1-204-TA [F ik E&]
MER %5 B (0SSSI, CIAIG &) = -
e ( 5 ABERAR (0SSS_cIAIB £)
MBS R 2 S _(PSURG &) D awmre (PSURE &)

I B1811062: QTHE B11811062: QT 8

cUTI -F2# 55
3074A1-203-EU [H L& ER]
3074A1-204-TA [ i ER ]

CHET Xy =Y
BE CA=HF 4, BU=KM, US=KHE, JA=BE, CN=HEH, TA=EE, HV=(EHMK A, SSSI=EMERE - K&
AR E, cTAT=TE HEMEREE N RN, cUTI=TEMEME IR ERIRE, CAP=TH ik, HAP=[RHAI £, Ww="U— /L
8 N

AAKGEHFETIE, 5B 1 F/EARERER S U<, ©AETEM S - BEE SR 107-JA, K
18 ¢ 53R 114-JA &U 118-JA B A 5 de 18 SRBR A RN AL & Lo, BRERF A iR L L
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Tigecycline
1.5 E2JR 3SR D ke K OVBR F8 D FEfiE

TH 2 FERRBRDLBRICE L i, B2 AERER® 2 3B (200-US KT 202-US ikBR) KOV 3 40
B 6 55k [cSSSIFBA : 300-US/CA & T 305-WW 55k, cIAI Bk : 301-WW, 306-WW &t
Br, MMEICLDBIEL RS E LB (LT, RPEEBD @ 307-WW KU 309-WW K5k ]
EORE (FHMIER) L7, i, 50427V oM ML B0 1 FE/
MR PR B PRER 17 3B, 55 2 FHRRBR DI 0 8 BADOMLIC, S RIO HEERIBES D W L H 5 FE -
HEERLDH 2, 3MHER, KOS R CTHHATRRMEATRELEESBERE L THY
7=,

145 AEBERAZRBBESFIHTRE L & 2 5B
SEF — 2 OF A ATREMEICBE LTI, LT S E L THIE L=,

) DMEEKT — 5 &% AN ABICEET <X RIEWER (ICH 74 K712 ES) |
o DM L RBRS T DI TSN E M T O BB OB (IR E & F 5 o 2
Y SR B R )

o HANEAEADEYTRE DL

2) cSSSI L U cIAL (2 x93 2 4 EE 3 #H R
o HHMF—FZOT T ANET T ALSDREEL oL

o KEMT—FZOTIT NET VT ANUSND R L OFEME

1.451. ICHES A4 R4 VIZEIS RENEROEEBOZITRT I ICET 55 M

ICHES A RSA L NZHEDEX, FFYA 7Y v OBRBEREROEE DS TR0 X & IR 5B
R DO FRAE S M, R B R ORI E M, ZetEr o m L 7=,

1.45.1.1. DA E & HRRBIT o 224 B s < 0 TR E D /{2

PLFCRT Lo, ENTOBESNZHRMEOTF 7FY A4 7 U Aokt B tix, 797
oot R EOSEERORZMEEEE L TWA EEZ LN, LER-T, FRIFNEIXEPE
LTWApDEEZ-,

2003 F-~2004 FICONETHBES N2 XME L33 KA HWTTF 7oA 7 U Tk 5 %
ZHRBRA I L, F£72, 2011 F~2012 FICOPETHRKOBES LT 7T LARME 126
RAERWTT F YA 7 U T 0 ZMERRE SN TWD, 2 OENSEERRD MICy,
BT VT BRSO SRR i Lz, AR, @EEAEE LTTEL TV D oEERRIC
DWW T Table 2R L7z (2.7.2 BEFEFRELABR 4.1.1.2 TS M) . DB ETIE 2004 FELIEICTF &
YA 7V ATERERA SN TES 35,2011 F£~2012 FEOEWNBEE T HRZHEOKR FIT AL
NEmoi,
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Tigecycline
1.5 E2JR T TE RO RS K OVBRAZE Dt fiE

Table 4. HAERUEAERDBERIZHTEF5HA 7 U 2D MICy,

MIC (pg/mlL)
SENTRY R 5 b 2pEa o
HfE 2003-2004 £ & 2011 -2012 4 T.ES. T8
S B A TOT TH S 45
C. freundii 0.5 0.5° ND' ND'
[11] [20]
E. cloacae 28 18 1 2
[26] [20] [852] [17977]
E. coli 0.25 0.25 0.5 0.5
[141] [20] [1243] [27338]
K. pneumoniae 1 1 2 2
[52] [20] [1138] [21297]
Acinetobacter bauman 4" 2" 2 2
nii [16] [20] [698] [13138]

fEIE MICoo, H AN IE AR

a. RPT-69164 X ¥ 5| A

b. [l #5% (5354 20-37)

c. http://www testsurveillance.com (2011 4 7 A Ff 50)

d. FE, &, HE, 74Uy, Yo UTR—AVRTEEOSHK
e. Citrobacter spp. (C. koseri o Y C. freundii) DT — %

f.ND : T.E.S.T. 3 BR CI3AE BTt

g. Enterobacter spp. DT — %

h. Acinetobacter spp. DT — %

2003 4 ~2004 4.0 73 [E T D 4 BEREE dcinetobacter [ TH 7251 b O 0, o HFED
2003 4~ 2004 42 TF 2011 4~ 2012 4E- 00 5 23 [ T O S HERR O MICo, 130 23 & 57 421K T A
B, 1EOMO LA bnT, PRERCHEREETEBL TR (272 BIKERRS
4112 HBH)

1.452. BRAKRUSE AN T 2B OHEL M

HAANKROHEANCT ZFH A7 U % 60 3l THEFFRNKERE Lz, 517U v
7 Cax X TV AUC ooyl 12.5~300 mg O FH & #FH THE BN A L, BARA(107-JA RER) ,

Bk A (100-EU, 101-US, 102-US, 103-US, 105-EU, 109-US #&Bx) K OVFE A (106-CN)
THER T o7z (2.5 BRIZET 2 3.1.8 THE M) |

El, E2MEOCEIHABRONIEG T —F 2 W TF 751 7 U o PK-PD FHE M A FF M L
ToRER, AUCMIC (b3 F 7 A 7 U ORKRNREZHET LS L THIA 2 TFHRFTH L Z &
W ahic, AARANESEATAUC BRFEKETH L Z L0 b, REEO MIC IZIEWARITH
T, ARANEHEANTHEBEOEARBETE L EE AT,
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1.5 E2JR 3SR D ke K OVBR F8 D FEfiE

1453. BIMHBBRTCOTOTALET VT ANUSNDORIEEOFERME, ZetEoBEL

BUFICRT & 512, oIAl TR oSSSI A% b L7z S E S 3 R I A AR b7 97 A
B, BEROTE) L7 U7 ADAOREICOWTHR LE L =5, A - ZeM
RERRAZV PR LEMLTOB L B2 bk,

1.4.5.3.1. A RE O G

cSSSI B THWE ARy avw A VU KT A b bAF A, I Al B TH WA I 2%
LIV T AR T OEWNHNTORBAE - A& ONESEERARE T, bREICBWTHIA
CHOWOLNAZREVRPEIE TH 5 (2.73A LERMHEURELIE 1.5.9.2 JHE T 2.7.3B 7 AR
YUIE 1592 THBMR) |

T D ORI & Pe L7 AAEE 3 AR O BE 2 D ENCAMET 2 2 & 1E, R —H DM
MO AEE B 2T,

I. WTILDOEANZHOWTHENATEYEREBIZERIIRD LR,
2. WTENOEAZHOWTHBEEEEIZX T2 MIC ICEWAATERIR D Sh/eu,

Fl, RO=o>0MHENG, ML LEEALEKRTLZLT, DRETOF Iy A7 U~
DONALEAS T &L AIRE & & 2T,

1. MRSA &I LA EMEMREYVEIC R LT, NravwAf vy « TAMUAFT AL, DRE
WEWTHHEA I TWS,

2. TAP VAT LR, DAETHEE « SRR GE OIS T 2S00, A B G
ETHT T AEMEEZEISEE S LTS,

3. ISANRLITTAATF AT ONWTIE, BN TR EIGE & EISEEEZ A L TEBY,
— WIS LA SR TW S,

Lieiis T, AMEH 3 HRBRCTHVESRIR, F79 A 2 U > 0b i E T o BRI &
J AT S ETLHENTHS LB XL,

14532. 4AEFE IHBRBRIZBIT BT VTALET VT AUSN DR
1.45321. T —FZ DT T ANET VT AUND L
1.4.5.3.2.1.1. ¢SSSI &5 (300-US/CA, 305-WW = 5&)

cSSSI #Ex (300-US/CA X TR 305-WW RBR) OFEF —ZIcBIsEME, 77 AL
FOTIT ATHE L,

FRER A Al 82 (CE : Clinical evaluable) 2T TOC (Test-of-Cure) HiDERRIL, TV 7T
ANUSNDEEATIETF 7Y A 7 U B 86.8% (354/408 7)) , "o a~vw A+ T A LA
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1.5 E2JR 3SR D ke K OVBR F8 D FEfiE

F LG EE 88.5% (355/401 ) Thol-, TOT ANEDEMTIZF XY A 7 U B 78.6%
(1114 4]) , RrawAr+T7 XM rFFTL20EHEED 90.0% (9/10 ) Th o7 (2.73A
2 BRI R Y E 3272 EBR) .

TOT NDWRELIS VIR0 T=73, TOT ANEBEMTES 72V T AL OE 4 S M O 15
RLFEFEORNFERINT,

1.4.5.3.2.1.2. cIAI 2B (301-WW, 306-WW R ER)

cIAI #Br (301-WW K TR 306-WW iklk) OHFAET — X ICB T H2ENMEE, 7V T ALK D
TYUT ANTHE L,

B F P2 B REMM 7T 68 (ME : Microbiological evaluable) £ Co TOC FEDIER RIL, 7V
T NS DEREFTIEF 7 A 7 U B 86.4% (406/470 f5]) , A SRR L/ TAFF
B 85.8% (404/471 ) Th o7, T VT NEERTIXF 7% 1 7 U 8 83.3% (35/42 f71)
AINRL/[VTATT RE90.5%(38/42 f5i]) Th - 72 (2.7.3B JEEPNRLYLE 3272 THB M),

TOT NDWRELIS VIR0 T=73, TOT ANEBEMTES 72V T AL OE 4 S M O 15
FLFAKTHSD - LR SN,

1.45322. ZeMTFT—FDT T ANET VT AUND L

HELEEIHRBROTFFY A4 7 U ETRBEBEEN G >R EPICHRB L EAFEFS
(TEAE : treatment emergent adverse event, FEEUHAE 10%LL E) 1%, 77 A (214 #]) Tix
B 526 (24.3%) , WEM- 40 B (18.7%) K ONFHI 31 41 (14.5%) Th-o7=. AA (1654
) TIEE 428 B (25.9%) K UMEM: 268 £ (16.2%) ThHho7=, BA (160 ) TiLEL
38 # (23.8%) , Wi 34 %1 (21.3%) , F#1 20 Bl (12.5%) , AL@E b3 2 /AT 18 41 (11.3%)
K OEE16 B (10.0%) Thoto, B A= w7 (266 ) TIHEEL 82 1 (30.8%) , lEH
54 1) (203%) RONFHIZTH) (13.9%) ThH o7, [Foft) o AFE (220 ) TIiXIEH: 47
B (21.4%) , Bl 46 61 (20.9%) , FHI36 #1 (16.4%) , FE31H] (14.1%) K OVEMAL
oy ha RN T AF UREER 22 B (10.0%) Th o7z,

FEHL L7 TEAE IC AFRIC L A EWT AL o7z 274 BRA 7S oME 51.13.1.2 1
M)

1454, A ERBRBOFA I >V TOREH

fEFEWBREEZ MR E LIFH | /R EHERBRICHAAN DN T VT A (BEREOCHE)
T TNZ cIAI e TR eSSSI % & st & & LIAESF 3 MBI A AN SN T VT AN (BB, %
EROHE) OF —2hb, T4 270 0RYEnRe, 2etEkOFEME, BREAET
PTATRETHY, TOVTALBOTTHTERWFTRIZRO N2 -T2,

BT, invitro B MR TIX, BARAN, TVT A (TH, Fi, wE, 74V, o0
= R OEBEE) LOSEREO 7 — 2 THEE L Tuvwi,
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1.5 E2JR T TE RO RS K OVBRAZE Dt fiE

1455 . %£&¢ 9

UbEXY, 794270 0 2RARAANBRFICRGLELEICY, SAERBROM R & KO F 2
PR RLEME R T HEOEHETE, SSETERINTOD R - IREOHE - HEICKE
DESEF —Z EFMA L CTKBHBEZIT) 2L IRETHDL EEAT, SMETIE, F7H% A0
27U 4% ¢SSSI K U cIAL O HIENEHRIZIH T 5 BIRFEDO —> & LTHBE SN LA TH Y, A
HRPE AT V&L, MOREFEICHEZ RS EHEIC S ERZEER D D Z &6 HA
TRV AIRETH 5. O E T, Z2HIMEEIC K2 REGYERREOEE Lo nBEETE <,
FrY A7 U AFSEE 3HRBRICE W TR & QIR R S, BISSHMEE 2
TOHRPBOONTZZ LD, DAE T ORI L 515 R0 HIFF TE 20 ¢SSSI
MO CIALICH T 2F 7Y A 7 U v OFIEROCZEENFIBARETHD L E R,

146 HFILBIZ LB HA X ARTBE

5§52 HH R OVER 3 FRERBR L, KRENEEF 2 (IDSA) R ORNERIR A - G E 72 XY
RIE SN T EBEITHE W, BT Y1 /J“%ﬁ@;%frm&(}ﬁﬁﬁ%ﬁof:o £, HHEERKHR
AR DIRIR AT O BRICIE, AARMEFEREFZZ M TEARPESGERICLORESNTETA BT
A r&2BEL L, BHXAXEU EELRGFAMNERZ® ICH) , KERMEHEMLF (FDA)
BRMEE S in 2 B 2 (CPMP) I CNC AAOHIHI Y /5 (B4 584 [MHLW] , MZATBIEAN [E
FERES R BN [PMDA] ) OUA FI7 A4 2FIC Lz, 2k, TN TOHKRKER
X, GCP DJFANCIR » THEM s T,

r4.6.1. |GG
el O EN I 2 0202020 DhonCraiopamd |

| e 0 MElN0 00 RSenReCTre

HhAHLOBMEEHT (MLI321IZBR) . 2 bd
gt sy EEs) ¢ LckarEei-ox2, | R
7=,

A reae o [
Wil e E s T,

20l I = - I I
wzsate s L - vz xs R = . 2o IR
_, I
v O ]
I

S 000 |
B o - oo I
I /5 — > & 0B A (M113.2.2
BHR) . Lo TEAIMMES T LABEMEIC LD oSSSI LT clAl Z418E & LI KR RE&1T 5 &
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i, EER s EEk T sz res e s U, w2 -
L7,
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A ERIE B HREANE
533
il PR SR ) 8
HE(PKORBR
wmEE
5.3.3.1
BREHEBRE IR
VAP U
TR R
5.3.3.3 WEHE1ME
ERAEmE L
PK# B#
5.3.3.4 A AP
ERAEmE L
PK# B#

E?T)E%A;J% 5.3.4.1
gPD)é ‘ g R R BR 12
iy BiJ 2 PDR R

5.3.5.1 ¢SSSI
5.3.5 ¢SSSI | HEET 5 it iE
RO | 2T 5
2zt A B xR B

wmEE 5.3.5.2 ¢SSSI
JE X BB
5.3.5 cIAl 5.3.5.1 cIAl
HEER WG| HFET 5 @IS E
ZEMRR | BT A ik
wmEE xR B
5.3.5.2 cIAl
JE X BB

Sy o 5.3.5.4 Mgk
At oo
o I R 3R R
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ARERIEH R AR

. 5.3.5.1 % O
AT S T O | RS 5 %
Ez=t B
1R 3
2
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IiE & O Lo
B R A R
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e 51l 72 B IR
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1.6 AEICE T AERRNE BT 588

1.6 AEIZBTAEARILEICETA2ER

1.6.1

A ENC R T % AR IR

ARENL, EHEMER RS « S IREALAR IR M (cSSSI) M OV MEME IR e PN LIE  (clAL) % i
SEE & LT, 2005 4 6 HIZKET, 20064 4 HICRRIN (EU) THEBINTEDL, 201247
ABAAETEHEHAN S p ETEAFEINL TS,

KE K CBON (EU) OB CE LD, BF -5 &, BISE, Hik- AE&%2 —%#&KE L TTable 1

IZox L7z,
Table 1. KERXROCEKIMN (EU) BT 2HA - &, BSE, AE - A
E 4 K E RN (EU)

AKX, 5mL KO 10 mL O HEEE S B A AKX, 5mL N4 7 VHIZ 50 mg O F

wE . agm | 22N TATILSOmg DF A7\ FPA 7 ) s aE . RS, Lol T
Vo (FWEWEOHEETEHER) 28 | 10mgDF 7441470 %2Ete,
ie,
AFNE, FRICRARTERO T CHEGEME | AL, LT ORBYMEDOBBEICHE G & 72
DR MEERIC R T A REREOWREIC | 5 [HREEROCEH FoEE, %
WisL, 18 EOBRFEGGETS | ODIABR]

- AEHMEVEFZ RS - FE G AL LT, B

UUTICRET 2 EHEME R RE « REWCRA | FRimit B E 2 < [ RIEE T OMd
kU MEormomEsR]
KIGE, mrTmay ATV A |« IR e N R Y
(RNyawAg v BmERRoR) |, HE
TR TERE (A F U M R OV | AREN A O FRE N @IS S AR &I
), ANV Nay DA THI777 4| SNEHEICOARMERHTHZ L, #HER
T, AMNLVT Ry AR ToX )= | HEROTA FT4 0205 Z &,
AFE (AN Ry A T ¥ ) —
PR, AP T havy A4 H—H
TATA, AL T hayhA 2R

S TIHEAEGTe) , LBV UV ERE, =

TFunNgE—- a7z, MREHE,
NTTFOAT A« TF7VT R

LR L (R4 2 4 M MR S e N R JE

YhaRTE— T, T 4—, T
FunNyyx—.-ruarie, KBE, 7
VIV T e AN, M RE, =
TRy PA T2 H YA (Nravwdg
VU MERR D B) , BT R UKE (A
F ) A ERE R ONERE) , A B L
Frhay AT oX ) —H A8 (2
VR A T S —H A, A B
VIR DA A B—AT 4 TAR
PARL T hayhA AL ATTHA

ate) , RNy TuAFTA T TV A,

PFIZER CONFIDENTIAL

Page 1




Tigecycline
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TYGACIL safely and effectively. See full prescribing information for
TYGACIL.

TYGACIL® (tigecycline) FOR INJECTION for intravenous use

Initial U.S. Approval: 2005

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of TYGACIL and other antibacterial drugs, TYGACIL

should be used only to treat or prevent infections that are proven or
strongly suspected to be caused by bacteria.

RECENT MAJOR CHANGES
Warnings and Precautions

All-Cause Mortality (5.1) 7/2010
Mortality Imbalance and Lower Cure Rates in 7/2010

Ventilator-Associated Pneumonia (5.4)

Pancreatitis (3.5) 7/2010

— INDICATIONS AND USAGE
TYGACIL is a tetracycline class antibacterial indicated in patients 18 years
of age and older for:
Complicated skin and skin structure infections (1.1)
Complicated intra-abdominal infections (1.2)

Community-acquired bacterial pneumonia (1.3)
DOSAGE AND ADMINISTRATION

® Initial dose of 100 mg, followed by 50 mg every 12 hours
administered intravenously over approximately 30 to 60 minutes.
2.1
®  Severe hepatic impairment (Child Pugh C): Initial dose of 100 mg
followed by 25 mg every 12 hours. (2.2)
DOSAGE FORMS AND STRENGTHS
50 mg lyophilized powder for reconstitution in a single-dose 5 mL vial. (3)
CONTRAINDICATIONS
Known hypersensitivity to tigecycline. (4)

WARNINGS AND PRECAUTIONS
® Anincrease in all-cause mortality has been observed across Phase
3 and 4 clinical trials in TYGACIL-treated patients versus

comparator. The cause of this increase has not been established.
This increase in all-cause mortality should be considered when
selecting among treatment options. (5.1)

®  Anaphylaxis/anaphylactoid reactions have been reported with
TYGACIL, and may be life-threatening. Exercise caution in
patients with known hypersensitivity to tetracyclines. (5.2)

® Hepatic dysfunction and liver failure have been reported with
TYGACIL. (5.3)

® Tower cure rates and higher mortality were seen when patients
with ventilator-associated pneumonia were treated with
TYGACIL. (5.4)

® Pancreatitis, including fatalities, has been reported with
TYGACIL. If pancreatitis is suspected, then consider stopping
TYGACIL. (3.5)

® TYGACIL may cause fetal harm when administered to a pregnant
woman. (3.6)

® The use of TYGACIL during tooth development may cause
permanent discoloration of the teeth. (5.7)

®  Clostridium difficile associated diarrhea: evaluate if diarrthea
occurs. (3.8)

ADVERSE REACTIONS

The most common adverse reactions (incidence >5%) are nausea, vomiting,

diarrhea, abdominal pain, headache, and increased SGPT. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Wyeth

Pharmaceuticals Inc. at 1-800-934-5556 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch

DRUG INTERACTIONS

® Suitable anticoagulation test should be monitored if TYGACIL is
administered to patients receiving warfarin. (7.1)

USE IN SPECIFIC POPULATIONS

® Pediatrics: Use in patients under 18 years of age is not
recommended. (8.4)

See 17 for PATIENT COUNSELING INFORMATION
Revised: 07/2010
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

TYGACIL is a tetracycline-class antibacterial indicated for the treatment of infections caused
by susceptible isolates of the designated microorganisms in the conditions listed below for
patients 18 years of age and older:

1.1 Complicated Skin and Skin Structure Infections

Complicated skin and skin structure infections caused by FEscherichia coli, Enterococcus
Jaecalis (vancomycin-susceptible isolates), Staphylococcus aureus (methicillin-susceptible and
-resistant isolates), Streptococcus agalactiae, Streptococcus anginosus grp. (includes S.
anginosus, S. intermedius, and S. constellatus), Streptococcus pyogenes, Enterobacter cloacae,
Klebsiella pneumoniae, and Bacteroides fragilis.

1.2 Complicated Intra-abdominal Infections

Complicated intra-abdominal infections caused by Citrobacter freundii, Enterobacter cloacae,
Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae, Enterococcus faecalis
(vancomycin-susceptible isolates), Staphylococcus aureus (methicillin-susceptible and
-resistant isolates), Streptococcus anginosus grp. (includes S. anginosus, S. intermedius, and S.
constellatus), Bacteroides fragilis, Bacteroides thetaiotaomicron, Bacteroides uniformis,
Bacteroides vulgatus, Clostridium perfringens, and Peptostreptococcus micros.

1.3 Community-Acquired Bacterial Pneumonia

Community-acquired bacterial pneumonia caused by Streptococcus pneumoniae (penicillin-
susceptible isolates), including cases with concurrent bacteremia, Haemophilus influenzae
(beta-lactamase negative isolates), and Legionella pneumophila.

1.4 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
TYGACIL and other antibacterial drugs, TYGACIL should be used only to treat or prevent
infections that are proven or strongly suspected to be caused by susceptible bacteria. When
culture and susceptibility information are available, they should be considered in selecting or
modifying antibacterial therapy. In the absence of such data, local epidemiology and
susceptibility patterns may contribute to the empiric selection of therapy.

Appropriate specimens for bacteriological examination should be obtained in order to isolate
and identify the causative organisms and to determine their susceptibility to tigecycline.
TYGACIL may be initiated as empiric monotherapy before results of these tests are known.



2 DOSAGE AND ADMINISTRATION
2.1 General Dosage and Administration

The recommended dosage regimen for TYGACIL is an initial dose of 100 mg, followed by
50 mg every 12 hours. Intravenous infusions of TYGACIL should be administered over
approximately 30 to 60 minutes every 12 hours.

The recommended duration of treatment with TYGACIL for complicated skin and skin
structure infections or for complicated intra-abdominal infections is 5 to 14 days. The
recommended duration of treatment with TYGACIL for community-acquired bacterial
pneumonia is 7 to 14 days. The duration of therapy should be guided by the severity and site of
the infection and the patient’s clinical and bacteriological progress.

2.2 Patients With Hepatic Impairment

No dosage adjustment is warranted in patients with mild to moderate hepatic impairment
(Child Pugh A and Child Pugh B). In patients with severe hepatic impairment (Child Pugh C),
the initial dose of TYGACIL should be 100 mg followed by a reduced maintenance dose of
25 mg every 12 hours. Patients with severe hepatic impairment (Child Pugh C) should be
treated with caution and monitored for treatment response [see Clinical Pharmacology (12.3)
and Use in Specific Populations (8.6)].

2.3 Preparation and Handling

Each vial of TYGACIL should be reconstituted with 5.3 mL of 0.9% Sodium Chloride
Injection, USP, 5% Dextrose Injection, USP, or Lactated Ringer’s Injection, USP to achieve a
concentration of 10 mg/mL of tigecycline. (Note: Each vial contains a 6% overage. Thus, 5 mL
of reconstituted solution is equivalent to 50 mg of the drug.) The vial should be gently swirled
until the drug dissolves. Withdraw 5 mL of the reconstituted solution from the vial and add to a
100 mL intravenous bag for infusion (for a 100 mg dose, reconstitute two vials; for a 50 mg
dose, reconstitute one vial). The maximum concentration in the intravenous bag should be

1 mg/mL. The reconstituted solution should be yellow to orange in color; if not, the solution
should be discarded. Parenteral drug products should be inspected visually for particulate
matter and discoloration (e.g., green or black) prior to administration. Once reconstituted,
TYGACIL may be stored at room temperature for up to 24 hours (up to 6 hours in the vial and
the remaining time in the intravenous bag). Alternatively, TYGACIL mixed with 0.9% Sodium
Chloride Injection, USP or 5% Dextrose Injection, USP may be stored refrigerated at 2° to 8°C
(36° to 46°F) for up to 48 hours following immediate transfer of the reconstituted solution into
the intravenous bag.

TYGACIL may be administered intravenously through a dedicated line or through a Y-site. If
the same intravenous line is used for sequential infusion of several drugs, the line should be
flushed before and after infusion of TYGACIL with 0.9% Sodium Chloride Injection, USP, 5%
Dextrose Injection, USP or Lactated Ringer’s Injection, USP. Injection should be made with an
infusion solution compatible with tigecycline and with any other drug(s) administered via this
common line.



Compeatibilities

Compatible intravenous solutions include 0.9% Sodium Chloride Injection, USP, 5% Dextrose
Injection, USP, and Lactated Ringer’s Injection, USP. When administered through a Y-site,
TYGACIL is compatible with the following drugs or diluents when used with either 0.9%
Sodium Chloride Injection, USP or 5% Dextrose Injection, USP: amikacin, dobutamine,
dopamine HCI, gentamicin, haloperidol, Lactated Ringer’s, lidocaine HCI, metoclopramide,
morphine, norepinephrine, piperacillin/tazobactam (EDTA formulation), potassium chloride,
propofol, ranitidine HCI, theophylline, and tobramycin.

Incompatibilities

The following drugs should not be administered simultaneously through the same Y-site as
TYGACIL: amphotericin B, amphotericin B lipid complex, diazepam, esomeprazole and
omeprazole.

3 DOSAGE FORMS AND STRENGTHS

Each single-dose 5 mL glass vial and 10 mL glass vial contain 50 mg of tigecycline as an
orange lyophilized powder for reconstitution.

4 CONTRAINDICATIONS

TYGACIL is contraindicated for use in patients who have known hypersensitivity to
tigecycline.

5 WARNINGS AND PRECAUTIONS
5.1 All-Cause Mortality

An increase in all-cause mortality has been observed across Phase 3 and 4 clinical trials in
TYGACIL-treated patients versus comparator-treated patients. In all 13 Phase 3 and 4
trials that included a comparator, death occurred in 4.0% (150/3788) of patients receiving
TYGACIL and 3.0% (110/3646) of patients receiving comparator drugs. In a pooled
analysis of these trials, based on a random effects model by trial weight, an adjusted risk
difference of all-cause mortality was 0.6% (95% CI 0.1, 1.2) between TYGACIL and
comparator-treated patients. The cause of this increase has not been established. This
increase in all-cause mortality should be considered when selecting among treatment
options [see Warnings and Precautions (5.4) and Adverse Reactions (6.1)].

5.2 Anaphylaxis/Anaphylactoid Reactions

Anaphylaxis/anaphylactoid reactions have been reported with nearly all antibacterial agents,
including TYGACIL, and may be life-threatening. TYGACIL is structurally similar to
tetracycline-class antibiotics and should be administered with caution in patients with known
hypersensitivity to tetracycline-class antibiotics.



5.3 Hepatic Effects

Increases in total bilirubin concentration, prothrombin time and transaminases have been seen
in patients treated with tigecycline. Isolated cases of significant hepatic dysfunction and hepatic
failure have been reported in patients being treated with tigecycline. Some of these patients
were receiving multiple concomitant medications. Patients who develop abnormal liver
function tests during tigecycline therapy should be monitored for evidence of worsening
hepatic function and evaluated for risk/benefit of continuing tigecycline therapy. Adverse
events may occur after the drug has been discontinued.

5.4 Mortality Imbalance and Lower Cure Rates in Ventilator-Associated Pneumonia

A trial of patients with hospital acquired pneumonia failed to demonstrate the efficacy of
TYGACIL. In this trial, patients were randomized to receive TYGACIL (100 mg initially, then
50 mg every 12 hours) or a comparator. In addition, patients were allowed to receive specified
adjunctive therapies. The sub-group of patients with ventilator-associated pneumonia who
received TYGACIL had lower cure rates (47.9% versus 70.1% for the clinically evaluable
population).

In this trial, greater mortality was seen in patients with ventilator-associated pneumonia who
received TYGACIL (25/131 [19.1%] versus 15/122 [12.3%] in comparator-treated patients)
[see Adverse Reactions (6.1)]. Particularly high mortality was seen among TY GACIL-treated
patients with ventilator-associated pneumonia and bacteremia at baseline (9/18 [50.0%] versus
1/13 [7.7%] in comparator-treated patients).

5.5 Pancreatitis

Acute pancreatitis, including fatal cases, has occurred in association with tigecycline treatment.
The diagnosis of acute pancreatitis should be considered in patients taking tigecycline who
develop clinical symptoms, signs, or laboratory abnormalities suggestive of acute pancreatitis.
Cases have been reported in patients without known risk factors for pancreatitis. Patients
usually improve after tigecycline discontinuation. Consideration should be given to the
cessation of the treatment with tigecycline in cases suspected of having developed pancreatitis
[see Adverse Reactions (6.2)].

5.6 Use During Pregnancy

TYGACIL may cause fetal harm when administered to a pregnant woman. If the patient
becomes pregnant while taking tigecycline, the patient should be apprised of the potential
hazard to the fetus. Results of animal studies indicate that tigecycline crosses the placenta and
is found in fetal tissues. Decreased fetal weights in rats and rabbits (with associated delays in
ossification) and fetal loss in rabbits have been observed with tigecycline [see Use in Specific
Populations (8.1)].

5.7 Tooth Development

The use of TYGACIL during tooth development (last half of pregnancy, infancy, and
childhood to the age of 8 years) may cause permanent discoloration of the teeth (yellow-



gray-brown). Results of studies in rats with TYGACIL have shown bone discoloration.
TYGACIL should not be used during tooth development unless other drugs are not likely to be
effective or are contraindicated.

5.8 Clostridium difficile Associated Diarrhea

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including TYGACIL, and may range in severity from mild diarrhea to fatal
colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD.
Hypertoxin producing strains of C. difficile cause increased morbidity and mortality, as these
infections can be refractory to antimicrobial therapy and may require colectomy. CDAD must
be considered in all patients who present with diarrhea following antibiotic use. Careful
medical history is necessary since CDAD has been reported to occur over two months after the
administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be instituted
as clinically indicated.

5.9 Patients With Intestinal Perforation

Caution should be exercised when considering TY GACIL monotherapy in patients with
complicated intra-abdominal infections (cIAI) secondary to clinically apparent intestinal
perforation. In cIAl studies (n=1642), 6 patients treated with TYGACIL and 2 patients treated
with imipenem/cilastatin presented with intestinal perforations and developed sepsis/septic
shock. The 6 patients treated with TYGACIL had higher APACHE II scores (median = 13)
versus the 2 patients treated with imipenem/cilastatin (APACHE II scores = 4 and 6). Due to
differences in baseline APACHE II scores between treatment groups and small overall
numbers, the relationship of this outcome to treatment cannot be established.

5.10 Tetracycline-Class Effects

TYGACIL is structurally similar to tetracycline-class antibiotics and may have similar adverse
effects. Such effects may include: photosensitivity, pseudotumor cerebri, and anti-anabolic
action (which has led to increased BUN, azotemia, acidosis, and hyperphosphatemia). As with
tetracyclines, pancreatitis has been reported with the use of TYGACIL [see Warnings and
Precautions (5.5)].

5.11 Superinfection

As with other antibacterial drugs, use of TYGACIL may result in overgrowth of non-
susceptible organisms, including fungi. Patients should be carefully monitored during therapy.
If superinfection occurs, appropriate measures should be taken.



5.12 Development of Drug-Resistant Bacteria

Prescribing TYGACIL in the absence of a proven or strongly suspected bacterial infection is
unlikely to provide benefit to the patient and increases the risk of the development of drug-
resistant bacteria.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

In clinical trials, 2514 patients were treated with TYGACIL. TYGACIL was discontinued due
to adverse reactions in 7% of patients compared to 6% for all comparators. Table 1 shows the
incidence of treatment-emergent adverse reactions through test of cure reported in >2% of
patients in these trials.

Table 1. Incidence (%) of Adverse Reactions Through Test of Cure Reported in > 2% of
Patients Treated in Clinical Studies

Body System TYGACIL Comparators”
Adverse Reactions (N=2514) (N=2307)

Body as a Whole

Abdominal pain 6 4

Abscess 3 3

Asthenia 3 2

Headache 6 7

Infection 8 5
Cardiovascular System

Phlebitis 3 4
Digestive System

Diarrhea 12 11

Dyspepsia 2 2

Nausea 26 13

Vomiting 18 9
Hemic and Lymphatic System

Anemia 4 5



Table 1. Incidence (%) of Adverse Reactions Through Test of Cure Reported in > 2% of
Patients Treated in Clinical Studies

Body System TYGACIL Comparators”
Adverse Reactions (N=2514) (N=2307)
Metabolic and Nutritional
Alkaline Phosphatase 4 3
Increased
Amylase Increased 3 2
Bilirubinemia 2 1
BUN Increased 3 1
Healing Abnormal 4 3
Hypoproteinemia 5 3
SGOT Increased” 4 5
SGPT Increased” 5 5
Nervous System
Dizziness 3 3
Skin and Appendages
Rash 3 4

* Vancomycin/Aztreonam, Imipenem/Cilastatin, Levofloxacin, Linezolid.
® LFT abnormalities in TYGACIL-treated patients were reported more frequently in the post
therapy period than those in comparator-treated patients, which occurred more often on therapy.

In all 13 Phase 3 and 4 trials that included a comparator, death occurred in 4.0% (150/3788) of
patients receiving TYGACIL and 3.0% (110/3646) of patients receiving comparator drugs. In a
pooled analysis of these trials, based on a random effects model by trial weight, an adjusted
risk difference of all-cause mortality was 0.6% (95% CI1 0.1, 1.2) between TYGACIL and
comparator-treated patients (see Table 2). The cause of the imbalance has not been established.
Generally, deaths were the result of worsening infection, complications of infection or
underlying co-morbidities.



Table 2. Patients with Outcome of Death by Infection Type

TYGACIL Comparator Risk Difference*
Infection Type n/N % n/N % % (95% CI)
cSSSI 12/834 14 6/813 0.7 0.7(-03,1.7)
clAl 42/1382 3.0 31/1393 22 0.8(-0.4,2.0)
CAP 12/424 2.8 11/422 2.6 0.2(-2.0,2.4)
HAP 66/467 14.1 57/467 12.2 1.9(-24,63)
Non-VAP* 41/336 12.2 42/345 12.2 0.0(-4.9,4.9)
VAP* 25/131 19.1 15/122 123 6.8 (-2.1,15.7)
RP 11/128 8.6 2/43 4.7 39(-4.0,11.9)
DFI 7/553 1.3 3/508 0.6 0.7 (-0.5, 1.8)
Overall Adjusted 150/3788 4.0 110/3646 3.0 0.6 (0.1, 1.2)**

CAP = Community-acquired pneumonia; cIAl = Complicated intra-abdominal infections;
c¢SSSI = Complicated skin and skin structure infections; HAP = Hospital-acquired pneumonia;
VAP = Ventilator-associated pneumonia; RP = Resistant pathogens; DFI = Diabetic foot
infections.

* The difference between the percentage of patients who died in TYGACIL and comparator
treatment groups. The 95% CI for each infection type was calculated using the normal
approximation method without continuity correction.

** Overall adjusted (random effects model by trial weight) risk difference estimate and 95% CIL.
* These are subgroups of the HAP population.

Note: The studies include 300, 305, 900 (¢SSSI), 301, 306, 315, 316, 400 (cIAl), 308 and 313
(CAP), 311 (HAP), 307 [Resistant gram-positive pathogen study in patients with MRSA or
Vancomycin-Resistant Enterococcus (VRE)], and 319 (DFI with and without osteomyelitis).

In comparative clinical studies, infection-related serious adverse events were more frequently
reported for subjects treated with TYGACIL (7%) versus comparators (6%). Serious adverse
events of sepsis/septic shock were more frequently reported for subjects treated with
TYGACIL (2%) versus comparators (1%). Due to baseline differences between treatment
groups in this subset of patients, the relationship of this outcome to treatment cannot be
established [see Warnings and Precautions (5.9)].

The most common treatment-emergent adverse reactions were nausea and vomiting which
generally occurred during the first 1 — 2 days of therapy. The majority of cases of nausea and
vomiting associated with TYGACIL and comparators were either mild or moderate in severity.
In patients treated with TYGACIL, nausea incidence was 26% (17% mild, 8% moderate, 1%
severe) and vomiting incidence was 18% (11% mild, 6% moderate, 1% severe).

In patients treated for complicated skin and skin structure infections (cSSSI), nausea incidence
was 35% for TYGACIL and 9% for vancomycin/aztreonam; vomiting incidence was 20% for
TYGACIL and 4% for vancomycin/aztreonam. In patients treated for complicated intra-
abdominal infections (cIAl), nausea incidence was 25% for TYGACIL and 21% for
imipenem/cilastatin; vomiting incidence was 20% for TYGACIL and 15% for
imipenem/cilastatin. In patients treated for community-acquired bacterial pneumonia (CABP),



nausea incidence was 24% for TYGACIL and 8% for levofloxacin; vomiting incidence was
16% for TYGACIL and 6% for levofloxacin.

Discontinuation from tigecycline was most frequently associated with nausea (1%) and
vomiting (1%). For comparators, discontinuation was most frequently associated with nausea
(<1%).

The following adverse reactions were reported infrequently (<2%) in patients receiving
TYGACIL in clinical studies:

Body as a Whole: injection site inflammation, injection site pain, injection site reaction, septic
shock, allergic reaction, chills, injection site edema, injection site phlebitis

Cardiovascular System: thrombophlebitis
Digestive System: anorexia, jaundice, abnormal stools

Metabolic/Nutritional System: increased creatinine, hypocalcemia, hypoglycemia,
hyponatremia

Special Senses: taste perversion

Hemic and Lymphatic System: partial thromboplastin time (aPTT), prolonged prothrombin time
(PT), eosinophilia, increased international normalized ratio (INR), thrombocytopenia

Skin and Appendages: pruritus
Urogenital System: vaginal moniliasis, vaginitis, leukorrhea
6.2 Post-Marketing Experience

The following adverse reactions have been identified during postapproval use of TYGACIL.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish causal relationship to drug
exposure.

 anaphylaxis/anaphylactoid reactions
e acute pancreatitis
 hepatic cholestasis, and jaundice

7 DRUG INTERACTIONS
7.1 Warfarin

Prothrombin time or other suitable anticoagulation test should be monitored if tigecycline is
administered with warfarin [see Clinical Pharmacology (12.3)].
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7.2 Oral Contraceptives

Concurrent use of antibacterial drugs with oral contraceptives may render oral contraceptives
less effective.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Teratogenic Effects—Pregnancy Category D [see Warnings and Precautions (5.6)]

Tigecycline was not teratogenic in the rat or rabbit. In preclinical safety studies, '*C-labeled
tigecycline crossed the placenta and was found in fetal tissues, including fetal bony structures.
The administration of tigecycline was associated with slight reductions in fetal weights and an
increased incidence of minor skeletal anomalies (delays in bone ossification) at exposures of
5 times and 1 times the human daily dose based on AUC in rats and rabbits, respectively

(28 mcg-hr/mL and 6 mcg-hr/mL at 12 and 4 mg/kg/day). An increased incidence of fetal loss
was observed at maternotoxic doses in the rabbits with exposure equivalent to human dose.

There are no adequate and well-controlled studies of tigecycline in pregnant women.
TYGACIL should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

8.3 Nursing Mothers

Results from animal studies using '*C-labeled tigecycline indicate that tigecycline is excreted
readily via the milk of lactating rats. Consistent with the limited oral bioavailability of
tigecycline, there is little or no systemic exposure to tigecycline in nursing pups as a result of
exposure via maternal milk.

It is not known whether this drug is excreted in human milk. Because many drugs are excreted
in human milk, caution should be exercised when TY GACIL is administered to a nursing
woman [see Warnings and Precautions (5.7)].

8.4 Pediatric Use

Safety and effectiveness in pediatric patients below the age of 18 years have not been
established. Because of effects on tooth development, use in patients under 8 years of age is not
recommended [see Warnings and Precautions (3.7)].

8.5 Geriatric Use

Of the total number of subjects who received TYGACIL in Phase 3 clinical studies (n=2514),
664 were 65 and over, while 288 were 75 and over. No unexpected overall differences in safety
or effectiveness were observed between these subjects and younger subjects, but greater
sensitivity to adverse events of some older individuals cannot be ruled out.
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No significant difference in tigecycline exposure was observed between healthy elderly
subjects and younger subjects following a single 100 mg dose of tigecycline [see Clinical
Pharmacology (12.3)].

8.6 Hepatic Impairment

No dosage adjustment is warranted in patients with mild to moderate hepatic impairment
(Child Pugh A and Child Pugh B). In patients with severe hepatic impairment (Child Pugh C),
the initial dose of tigecycline should be 100 mg followed by a reduced maintenance dose of
25 mg every 12 hours. Patients with severe hepatic impairment (Child Pugh C) should be
treated with caution and monitored for treatment response [see Clinical Pharmacology (12.3)
and Dosage and Administration (2.2)].

10 OVERDOSAGE

No specific information is available on the treatment of overdosage with tigecycline.
Intravenous administration of TYGACIL at a single dose of 300 mg over 60 minutes in healthy
volunteers resulted in an increased incidence of nausea and vomiting. In single-dose
intravenous toxicity studies conducted with tigecycline in mice, the estimated median lethal
dose (LDsg) was 124 mg/kg in males and 98 mg/kg in females. In rats, the estimated LDs, was
106 mg/kg for both sexes. Tigecycline is not removed in significant quantities by hemodialysis.

11 DESCRIPTION

TYGACIL (tigecycline) is a tetracycline derivative (a glycylcycline) for intravenous infusion.
The chemical name of tigecycline is (45,4aS$,5aR,12a8)-9-[2-(fert-butylamino)acetamido]-4,7-
bis(dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,10,12,12a-tetrahydroxy-1,11-dioxo-2-
naphthacenecarboxamide. The empirical formula is C,9H30NsOg and the molecular weight is
585.65.

The following represents the chemical structure of tigecycline:
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TYGACIL is an orange lyophilized powder or cake. Each TYGACIL vial contains 50 mg
tigecycline lyophilized powder for reconstitution for intravenous infusion and 100 mg of
lactose monohydrate. The pH is adjusted with hydrochloric acid, and if necessary sodium
hydroxide. The product does not contain preservatives.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tigecycline is an antibacterial drug /see Clinical Pharmacology (12.4)].
12.3 Pharmacokinetics

The mean pharmacokinetic parameters of tigecycline after single and multiple intravenous
doses based on pooled data from clinical pharmacology studies are summarized in Table 3.
Intravenous infusions of tigecycline were administered over approximately 30 to 60 minutes.

Table 3. Mean (CV %) Pharmacokinetic Parameters of Tigecycline

Single Dose Multiple Dose®

100 mg 50 mg every 12h

(N=224) (N=103)
Cinax (Mcg/mL)° 1.45 (22%) 0.87 (27%)
Cunax (meg/mL)° 0.90 (30%) 0.63 (15%)
AUC (mcgrh/mL) 5.19 (36%) - -
AUCq_24n (mcg-h/mL) -- 4.70 (36%)
Cmin (mcg/mL) -- 0.13 (59%)
t,, (h) 27.1(53%) 42.4 (83%)
CL (L/h) 21.8 (40%) 23.8 (33%)
CL, (mL/min) 38.0 (82%) 51.0 (58%)
Ve (L) 568 (43%) 639 (48%)

* 100 mg initially, followed by 50 mg every 12 hours
® 30-minute infusion
¢ 60-minute infusion

Distribution

The in vitro plasma protein binding of tigecycline ranges from approximately 71% to 89% at
concentrations observed in clinical studies (0.1 to 1.0 mcg/mL). The steady-state volume of
distribution of tigecycline averaged 500 to 700 L (7 to 9 L/kg), indicating tigecycline is
extensively distributed beyond the plasma volume and into the tissues.

Following the administration of tigecycline 100 mg followed by 50 mg every 12 hours to

33 healthy volunteers, the tigecycline AUCq.12n (134 mcg-h/mL) in alveolar cells was
approximately 78-fold higher than the AUCq. 1, in the serum, and the AUCq.12n

(2.28 mcg-h/mL) in epithelial lining fluid was approximately 32% higher than the AUC.12, in
serum. The AUCq.12n (1.61 mcg-h/mL) of tigecycline in skin blister fluid was approximately
26% lower than the AUCy.12, in the serum of 10 healthy subjects.

In a single-dose study, tigecycline 100 mg was administered to subjects prior to undergoing

elective surgery or medical procedure for tissue extraction. Concentrations at 4 hours after
tigecycline administration were higher in gallbladder (38-fold, n=6), lung (3.7-fold, n=5), and
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colon (2.3-fold, n=6), and lower in synovial fluid (0.58-fold, n=5), and bone (0.35-fold, n=6)
relative to serum. The concentration of tigecycline in these tissues after multiple doses has not
been studied.

Metabolism

Tigecycline is not extensively metabolized. /n vitro studies with tigecycline using human liver
microsomes, liver slices, and hepatocytes led to the formation of only trace amounts of
metabolites. In healthy male volunteers receiving '*C-tigecycline, tigecycline was the primary
C-labeled material recovered in urine and feces, but a glucuronide, an N-acetyl metabolite,
and a tigecycline epimer (each at no more than 10% of the administered dose) were also
present.

Elimination

The recovery of total radioactivity in feces and urine following administration of
MC-tigecycline indicates that 59% of the dose is eliminated by biliary/fecal excretion, and 33%
is excreted in urine. Approximately 22% of the total dose is excreted as unchanged tigecycline
in urine. Overall, the primary route of elimination for tigecycline is biliary excretion of
unchanged tigecycline and its metabolites. Glucuronidation and renal excretion of unchanged
tigecycline are secondary routes.

Specific Populations

Patients with Hepatic Impairment

In a study comparing 10 patients with mild hepatic impairment (Child Pugh A), 10 patients
with moderate hepatic impairment (Child Pugh B), and 5 patients with severe hepatic
impairment (Child Pugh C) to 23 age and weight matched healthy control subjects, the single-
dose pharmacokinetic disposition of tigecycline was not altered in patients with mild hepatic
impairment. However, systemic clearance of tigecycline was reduced by 25% and the half-life
of tigecycline was prolonged by 23% in patients with moderate hepatic impairment (Child
Pugh B). Systemic clearance of tigecycline was reduced by 55%, and the half-life of tigecycline
was prolonged by 43% in patients with severe hepatic impairment (Child Pugh C). Dosage
adjustment is necessary in patients with severe hepatic impairment (Child Pugh C) [see Use in
Specific Populations (8.6) and Dosage and Administration (2.2)].

Patients with Renal Impairment

A single dose study compared 6 subjects with severe renal impairment (creatinine clearance
<30 mL/min), 4 end stage renal disease (ESRD) patients receiving tigecycline 2 hours before
hemodialysis, 4 ESRD patients receiving tigecycline 1 hour after hemodialysis, and 6 healthy
control subjects. The pharmacokinetic profile of tigecycline was not significantly altered in any
of the renally impaired patient groups, nor was tigecycline removed by hemodialysis. No
dosage adjustment of TYGACIL is necessary in patients with renal impairment or in patients
undergoing hemodialysis.
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Geriatric Patients

No significant differences in pharmacokinetics were observed between healthy elderly subjects
(n=15, age 65-75; n=13, age >75) and younger subjects (n=18) receiving a single 100-mg dose
of TYGACIL. Therefore, no dosage adjustment is necessary based on age [see Use in Specific

Populations (8.5)].

Gender

In a pooled analysis of 38 women and 298 men participating in clinical pharmacology studies,
there was no significant difference in the mean (£SD) tigecycline clearance between women
(20.7+6.5 L/h) and men (22.8+8.7 L/h). Therefore, no dosage adjustment is necessary based on
gender.

Race

In a pooled analysis of 73 Asian subjects, 53 Black subjects, 15 Hispanic subjects, 190 White
subjects, and 3 subjects classified as “other” participating in clinical pharmacology studies,
there was no significant difference in the mean (=SD) tigecycline clearance among the Asian
subjects (28.8+8.8 L/h), Black subjects (23.0+7.8 L/h), Hispanic subjects (24.3+6.5 L/h), White
subjects (22.14+8.9 L/h), and “other” subjects (25.0+4.8 L/h). Therefore, no dosage adjustment
is necessary based on race.

Drug Interactions

TYGACIL (100 mg followed by 50 mg every 12 hours) and digoxin (0.5 mg followed by

0.25 mg, orally, every 24 hours) were coadministered to healthy subjects in a drug interaction
study. Tigecycline slightly decreased the Cp,x of digoxin by 13%, but did not affect the AUC or
clearance of digoxin. This small change in C,,,¢ did not affect the steady-state
pharmacodynamic effects of digoxin as measured by changes in ECG intervals. In addition,
digoxin did not affect the pharmacokinetic profile of tigecycline. Therefore, no dosage
adjustment of either drug is necessary when TYGACIL is administered with digoxin.

Concomitant administration of TYGACIL (100 mg followed by 50 mg every 12 hours) and
warfarin (25 mg single-dose) to healthy subjects resulted in a decrease in clearance of
R-warfarin and S-warfarin by 40% and 23%, an increase in Cpayx by 38% and 43% and an
increase in AUC by 68% and 29%, respectively. Tigecycline did not significantly alter the
effects of warfarin on INR. In addition, warfarin did not affect the pharmacokinetic profile of
tigecycline. However, prothrombin time or other suitable anticoagulation test should be
monitored if tigecycline is administered with warfarin.

In vitro studies in human liver microsomes indicate that tigecycline does not inhibit metabolism
mediated by any of the following 6 cytochrome P450 (CYP) isoforms: 1A2, 2C8, 2C9, 2C19,
2D6, and 3A4. Therefore, TYGACIL is not expected to alter the metabolism of drugs
metabolized by these enzymes. In addition, because tigecycline is not extensively metabolized,
clearance of tigecycline is not expected to be affected by drugs that inhibit or induce the
activity of these CYP450 isoforms.
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12.4 Microbiology
Mechanism of Action

Tigecycline, a glycylcycline, inhibits protein translation in bacteria by binding to the 30S
ribosomal subunit and blocking entry of amino-acyl tRNA molecules into the A site of the
ribosome. This prevents incorporation of amino acid residues into elongating peptide chains.
Tigecycline carries a glycylamido moiety attached to the 9-position of minocycline. The
substitution pattern is not present in any naturally occurring or semisynthetic tetracycline and
imparts certain microbiologic properties to tigecycline. In general, tigecycline is considered
bacteriostatic; however, TYGACIL has demonstrated bactericidal activity against isolates of
S. pneumoniae and L. pneumophila.

Mechanism(s) of Resistance

To date there has been no cross-resistance observed between tigecycline and other
antibacterials. Tigecycline is not affected by the two major tetracycline-resistance mechanisms,
ribosomal protection and efflux. Additionally, tigecycline is not affected by resistance
mechanisms such as beta-lactamases (including extended spectrum beta-lactamases), target-site
modifications, macrolide efflux pumps or enzyme target changes (e.g. gyrase/topoisomerases).
Tigecycline resistance in some bacteria (e.g. Acinetobacter calcoaceticus-Acinetobacter
baumannii complex) is associated with multi-drug resistant (MDR) efflux pumps.

Interaction with Other Antimicrobials

In vitro studies have not demonstrated antagonism between tigecycline and other commonly
used antibacterials.

Tigecycline has been shown to be active against most of the following bacteria, both in vitro
and in clinical infections /see Indications and Usage (1)].

Facultative Gram-positive bacteria

Enterococcus faecalis (vancomycin-susceptible isolates)

Staphylococcus aureus (methicillin-susceptible and -resistant isolates)

Streptococcus agalactiae

Streptococcus anginosus grp. (includes S. anginosus, S. intermedius, and S. constellatus)
Streptococcus pneumoniae (penicillin-susceptible isolates)

Streptococcus pyogenes

16



Facultative Gram-negative bacteria

Citrobacter freundii

Enterobacter cloacae

LEscherichia coli

Haemophilus influenzae (beta-lactamase negative isolates)
Klebsiella oxytoca

Klebsiella pneumoniae

Legionella pneumophila

Anaerobic bacteria

Bacteroides fragilis
Bacteroides thetaiotaomicron
Bacteroides uniformis
Bacteroides vulgatus
Clostridium perfringens
Peptostreptococcus micros

At least 90% of the following bacteria exhibit in vifro minimum inhibitory concentrations
(MICs) that are at concentrations that are achievable using the prescribed dosing regimens.
However, the clinical significance of this is unknown because the safety and effectiveness of
tigecycline in treating clinical infections due to these bacteria have not been established in

adequate and well-controlled clinical trials.
Facultative Gram-positive bacteria

Enterococcus avium
Enterococcus casseliflavus
Enterococcus faecalis (vancomycin-resistant isolates)

Enterococcus faecium (vancomycin-susceptible and -resistant isolates)

Enterococcus gallinarum
Listeria monocytogenes

Staphylococcus epidermidis (methicillin-susceptible and -resistant isolates)

Staphylococcus haemolyticus
Facultative Gram-negative bacteria

Acinetobacter baumannii*

Aeromonas hydrophila

Citrobacter koseri

Enterobacter aerogenes

Haemophilus influenzae (ampicillin-resistant)
Haemophilus parainfluenzae

Pasteurella multocida

Serratia marcescens

Stenotrophomonas maltophilia
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Anaerobic bacteria

Bacteroides distasonis
Bacteroides ovatus
Peptostreptococcus spp.
Porphyromonas spp.
Prevotella spp.

Other bacteria

Mycobacterium abscessus
Mycobacterium fortuitum

*There have been reports of the development of tigecycline resistance in Acinetobacter
infections seen during the course of standard treatment. Such resistance appears to be
attributable to an MDR efflux pump mechanism. While monitoring for relapse of infection is
important for all infected patients, more frequent monitoring in this case is suggested. If relapse
is suspected, blood and other specimens should be obtained and cultured for the presence of
bacteria. All bacterial isolates should be identified and tested for susceptibility to tigecycline
and other appropriate antimicrobials.

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide cumulative results of the
in vitro susceptibility test results for antimicrobial drugs used in local hospitals and practice
areas to the physician as periodic reports that describe the susceptibility profile of nosocomial
and community-acquired pathogens. These reports should aid the physician in selecting the
most effective antimicrobial.

Dilution Techniques

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations
(MICs). These MICs provide estimates of the susceptibility of bacteria to antimicrobial
compounds. The MICs should be determined using a standardized procedure based on dilution
methods (broth, agar, or microdilution)'~* or equivalent using standardized inoculum and
concentrations of tigecycline. For broth dilution tests for aerobic organisms, MICs must be
determined in testing medium that is fresh (<12h old). The MIC values should be interpreted
according to the criteria provided in Table 4.

Diffusion Techniques

Quantitative methods that require measurement of zone diameters also provide reproducible
estimates of the susceptibility of bacteria to antimicrobial compounds. The standardized
procedure®* requires the use of standardized inoculum concentrations. This procedure uses
paper disks impregnated with 15 mcg tigecycline to test the susceptibility of bacteria to
tigecycline. Interpretation involves correlation of the diameter obtained in the disk test with the
MIC for tigecycline. Reports from the laboratory providing results of the standard single-disk

18



susceptibility test with a 15 mcg tigecycline disk should be interpreted according to the criteria
in Table 4.

Anaerobic Techniques

Anaerobic susceptibility testing with tigecycline should be done by the agar dilution method®
since quality control parameters for broth-dilution are not established.

Table 4. Susceptibility Test Result Interpretive Criteria for Tigecycline

Minimum Inhibitory Disk Diftusion

Concentrations (zone diameters in
(mcg/mL) mm)

Pathogen S I R S I R
Staphylococcus aureus (including methicillin- <0.5* - - >19 - -
resistant isolates)
Streptococcus spp. other than S. preumoniae <0.25% - - >19 - -
Streptococcus pneumoniae <0.06" - - >19 - -
Enterococcus faecalis (vancomycin-susceptible <0.25% - - >19 - -
isolates)
Enterobacteriaceae” <2 4 >8 >19 15-18 <14
Haemophilus influenzae <0.25% - - >19 - -
Anaerobes’ <4 8 >16 n/a nfa nla

* The current absence of resistant isolates precludes defining any results other than
“Susceptible.” Isolates yielding MIC results suggestive of “Nonsusceptible” category should be
submitted to reference laboratory for further testing.

> Tigecycline has decreased in vitro activity against Morganella spp., Proteus spp. and
Providencia spp.

¢ Agar dilution

A report of “Susceptible” indicates that the pathogen is likely to be inhibited if the
antimicrobial compound reaches the concentrations usually achievable. A report of
“Intermediate” indicates that the result should be considered equivocal, and, if the
microorganism is not fully susceptible to alternative, clinically feasible drugs, the test should be
repeated. This category implies possible clinical applicability in body sites where the drug is
physiologically concentrated or in situations where high dosage of drug can be used. This
category also provides a buffer zone that prevents small uncontrolled technical factors from
causing major discrepancies in interpretation. A report of “Resistant” indicates that the
pathogen is not likely to be inhibited if the antimicrobial compound reaches the concentrations
usually achievable; other therapy should be selected.

Quality Control

As with other susceptibility techniques, the use of laboratory control microorganisms is
required to control the technical aspects of the laboratory standardized procedures.”**
Standard tigecycline powder should provide the MIC values provided in Table 5. For the
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diffusion technique using the 15 mcg tigecycline disk the criteria provided in Table 5 should be
achieved.

Table 5. Acceptable Quality Control Ranges for Susceptibility Testing

Disk Diftfusion

Minimum Inhibitory (zone
QC organism Concentrations (mcg/mL) diameters in mm)
Staphylococcus aureus Not Applicable 20-25
ATCC 25923
Staphylococcus aureus 0.03-0.25 Not Applicable
ATCC 29213
Escherichia coli ATCC 25922 0.03-0.25 20-27
Enterococcus faecalis 0.03-0.12 Not Applicable
ATCC 29212
Streptococcus pneumoniae 0.016-0.12 23-29
ATCC 49619
Haemophilus influenzae 0.06-0.5 23-31
ATCC 49247
Bacteroides fragilis® 0.12-1 Not Applicable
ATCC 25285
Bacteroides thetaiotaomicron® 0.5-2 Not Applicable
ATCC 29741
Eubacterium lentum® 0.06-0.5 Not Applicable
ATCC 43055
Clostridium difficile® 0.12-1 Not Applicable
ATCC 70057
ATCC = American Type Culture Collection
* Agar dilution

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Lifetime studies in animals have not been performed to evaluate the carcinogenic potential of
tigecycline. No mutagenic or clastogenic potential was found in a battery of tests, including

in vitro chromosome aberration assay in Chinese hamster ovary (CHO) cells, in vifro forward
mutation assay in CHO cells (HGRPT locus), in vifro forward mutation assays in mouse
lymphoma cells, and in vivo mouse micronucleus assay. Tigecycline did not affect mating or
fertility in rats at exposures up to 5 times the human daily dose based on AUC (28 mcg-hr/mL
at 12 mg/kg/day). In female rats, there were no compound-related effects on ovaries or estrous
cycles at exposures up to 5 times the human daily dose based on AUC.
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13.2 Animal Toxicology and/or Pharmacology

In two week studies, decreased erythrocytes, reticulocytes, leukocytes, and platelets, in
association with bone marrow hypocellularity, have been seen with tigecycline at exposures of
8 times and 10 times the human daily dose based on AUC in rats and dogs, (AUC of
approximately 50 and 60 mcg-hr/mL at doses of 30 and 12 mg/kg/day) respectively. These
alterations were shown to be reversible after two weeks of dosing.

14 CLINICAL STUDIES
14.1 Complicated Skin and Skin Structure Infections

TYGACIL was evaluated in adults for the treatment of complicated skin and skin structure
infections (¢SSSI) in two randomized, double-blind, active-controlled, multinational,
multicenter studies (Studies 300 and 305). These studies compared TYGACIL (100 mg
intravenous initial dose followed by 50 mg every 12 hours) with vancomycin (1 g intravenous
every 12 hours)/aztreonam (2 g intravenous every 12 hours) for 5 to 14 days. Patients with
complicated deep soft tissue infections including wound infections and cellulitis (>10 cm,
requiring surgery/drainage or with complicated underlying disease), major abscesses, infected
ulcers, and burns were enrolled in the studies. The primary efficacy endpoint was the clinical
response at the test of cure (TOC) visit in the co-primary populations of the clinically evaluable
(CE) and clinical modified intent-to-treat (c-mITT) patients. See Table 6. Clinical cure rates at
TOC by pathogen in the microbiologically evaluable patients are presented in Table 7.

Table 6. Clinical Cure Rates from Two Studies in Complicated Skin and Skin Structure
Infections after S to 14 Days of Therapy

TYGACIL® Vancomycin/Aztreonam”
n/N (%) n/N (%)
Study 300
CE 165/199 (82.9) 163/198 (82.3)
c-mITT 209/277 (75.5) 200/260 (76.9)
Study 305
CE 200/223 (89.7) 201/213 (94.4)
c-mITT 220/261 (84.3) 225/259 (86.9)

* 100 mg initially, followed by 50 mg every 12 hours
® Vancomycin (1 g every 12 hours)/Aztreonam (2 g every 12 hours)
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Table 7. Clinical Cure Rates By Infecting Pathogen in Microbiologically Evaluable Patients
with Complicated Skin and Skin Structure Infections”

TYGACIL Vancomycin/Aztreonam
Pathogen n/N (%) n/N (%)
LEscherichia coli 29/36 (80.6) 26/30 (86.7)
Enterobacter cloacae 10/12 (83.3) 15/15 (100)
flilqll;)rococcus Jaecalis (vancomycin-susceptible 15/21 (71.4) 19/24 (79.2)
Klebsiella pneumoniae 12/14 (85.7) 15/16 (93.8)
Methicillin-susceptible Staphylococcus aureus
(MSSA) 124/137 (90.5) 113/120 (94.2)
Methicillin-resistant Staphylococcus aureus
(MRSA) 79/95 (83.2) 46/57 (80.7)
Streptococcus agalactiae 8/8 (100) 11/14 (78.6)
Streptococcus anginosus grp.” 17/21 (81.0) 9/10 (90.0)
Streptococcus pyogenes 31/32 (96.9) 24/27 (88.9)
Bacteroides fragilis 7/9 (77.8) 4/5 (80.0)

* Two ¢SSSI pivotal studies and two Resistant Pathogen studies
® Includes Streptococcus anginosus, Streptococcus intermedius, and Streptococcus constellatus

14.2 Complicated Intra-abdominal Infections

TYGACIL was evaluated in adults for the treatment of complicated intra-abdominal infections
(cIAI) in two randomized, double-blind, active-controlled, multinational, multicenter studies
(Studies 301 and 306). These studies compared TYGACIL (100 mg intravenous initial dose
followed by 50 mg every 12 hours) with imipenem/cilastatin (500 mg intravenous every 6
hours) for 5 to 14 days. Patients with complicated diagnoses including appendicitis,
cholecystitis, diverticulitis, gastric/duodenal perforation, intra-abdominal abscess, perforation
of intestine, and peritonitis were enrolled in the studies. The primary efficacy endpoint was the
clinical response at the TOC visit for the co-primary populations of the microbiologically
evaluable (ME) and the microbiologic modified intent-to-treat (m-mITT) patients. See Table 8.
Clinical cure rates at TOC by pathogen in the microbiologically evaluable patients are
presented in Table 9.
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Table 8. Clinical Cure Rates from Two Studies in Complicated Intra-abdominal Infections

after S to 14 Days of Therapy

TYGACIL® Imipenem/Cilastatin”
n/N (%) n/N (%)
Study 301
ME 199/247 (80.6) 210/255 (82.4)
m-mITT 227/309 (73.5) 244/312 (78.2)
Study 306
ME 242/265 (91.3) 232/258 (89.9)
m-mITT 279/322 (86.6) 270/319 (84.6)

* 100 mg initially, followed by 50 mg every 12 hours
® Imipenem/Cilastatin (500 mg every 6 hours)

Table 9. Clinical Cure Rates By Infecting Pathogen in Microbiologically Evaluable Patients
with Complicated Intra-abdominal Infections”

TYGACIL Imipenem/Cilastatin
Pathogen n/N (%) n/N (%)
Citrobacter freundii 12/16 (75.0) 3/4 (75.0)

Enterobacter cloacae

LEscherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Enterococcus faecalis

Methicillin-susceptible Staphylococcus aureus
(MSSA)

Methicillin-resistant Staphylococcus aureus (MRSA)
Streptococcus anginosus grp.b

Bacteroides fragilis

Bacteroides thetaiotaomicron

Bacteroides uniformis

Bacteroides vulgatus

Clostridium perfringens

Peptostreptococcus micros

15/17 (88.2)

284/336 (84.5)

19/20 (95.0)
42/47 (89.4)
29/38 (76.3)

26/28 (92.9)
16/18 (88.9)

101/119 (84.9)

68/88 (77.3)
36/41 (87.8)
12/17 (70.6)
14/16 (87.5)
18/19 (94.7)
13/17 (76.5)

16/17 (94.1)

297/342 (86.8)

17/19 (89.5)
46/53 (86.8)
35/47 (74.5)

22/24 (91.7)

1/3 (33.3)
60/79 (75.9)
59/73 (80.8)
31/36 (86.1)
14/16 (87.5)

4/6 (66.7)
20/22 (90.9)
8/11 (72.7)

* Two clAl pivotal studies and two Resistant Pathogen studies

® Includes Streptococcus anginosus, Streptococcus intermedius, and Streptococcus constellatus

14.3 Community-Acquired Bacterial Pneumonia

TYGACIL was evaluated in adults for the treatment of community-acquired bacterial
pneumonia (CABP) in two randomized, double-blind, active-controlled, multinational,
multicenter studies (Studies 308 and 313). These studies compared TYGACIL (100 mg
intravenous initial dose followed by 50 mg every 12 hours) with levofloxacin (500 mg
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intravenous every 12 or 24 hours). In one study (Study 308), after at least 3 days of intravenous
therapy, a switch to oral levofloxacin (500 mg daily) was permitted for both treatment arms.
Total therapy was 7 to 14 days. Patients with community-acquired bacterial pneumonia who
required hospitalization and intravenous therapy were enrolled in the studies. The primary
efficacy endpoint was the clinical response at the test of cure (TOC) visit in the co-primary
populations of the clinically evaluable (CE) and clinical modified intent-to-treat (c-mITT)
patients. See Table 10. Clinical cure rates at TOC by pathogen in the microbiologically
evaluable patients are presented in Table 11.

Table 10. Clinical Cure Rates from Two Studies in Community-Acquired Bacterial
Pneumonia after 7 to 14 Days of Total Therapy

TYGACIL? Levofloxacin®
/N (%) /N (%) 95% CI°

Study 308°

CE 125/138 (90.6) 136/156 (87.2) (-4.4,11.2)

¢-mITT 149/191 (78) 158/203 (77.8) (-8.5, 8.9)
Study 313

CE 128/144 (88.9) 116/136 (85.3) (-5.0, 12.2)

¢-mITT 170/203 (83.7) 163/200 (81.5) (-5.6, 10.1)

* 100 mg initially, followed by 50 mg every 12 hours

® Levofloxacin (500 mg intravenous every 12 or 24 hours)

¢ 95% confidence interval for the treatment difference

4 After at least 3 days of intravenous therapy, a switch to oral levofloxacin (500 mg daily) was
permitted for both treatment arms in Study 308.

Table 11. Clinical Cure Rates By Infecting Pathogen in Microbiologically Evaluable
Patients with Community-Acquired Bacterial Pneumonia”

Levofloxacin
TYGACIL /N
Pathogen n/N (%) (%)
Haemophilus influenzae 14/17 (82.4) 13/16 (81.3)
Legionella pneumophila 10/10 (100.0) 6/6 (100.0)
i;rli,];tt)ococcus pneumoniae (penicillin-susceptible 44146 (95.7) 39/44 (88.6)

* Two CABP studies
® Includes cases of concurrent bacteremia [cure rates of 20/22 (90.9%) versus 13/18 (72.2%) for
TYGACIL and levofloxacin respectively]

To further evaluate the treatment effect of tigecycline, a post-hoc analysis was conducted in
CABP patients with a higher risk of mortality, for whom the treatment eftect of antibiotics is
supported by historical evidence. The higher-risk group included CABP patients from the two
studies with any of the following factors:
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e Age >50 years
o PSI score >3

o Streptococcus pneumoniae bacteremia

The results of this analysis are shown in Table 12. Age >50 was the most common risk factor in
the higher-risk group.

Table 12. Post-hoc Analysis of Clinical Cure Rates in Patients with Community-Acquired
Bacterial Pneumonia Based on Risk of Mortality”

Levofloxacin
TYGACIL /N
/N (%) (%) 95% CI°
Study 308°
CE
Higher risk
Yes 93/103 (90.3) 84/102 (82.4) (-23,18.2)
No 32/35(91.4) 52/54 (96.3) (-20.8,7.1)
c-mITT
Higher risk
Yes 111/142 (78.2) 100/134 (74.6) (-6.9, 14)
No 38/49 (77.6) 58/69 (84.1) (-22.8,8.7)
Study 313
CE
Higher risk
Yes 95/107 (88.8) 68/85 (80) (-2.2,20.3)
No 33/37 (89.2) 48/51 (94.1) (-21.1, 8.6)
c-mITT
Higher risk
Yes 112/134 (83.6) 93/120 (77.5) (-42,16.4)
No 58/69 (84.1) 70/80 (87.5) (-16.2, 8.8)

* Patients at higher risk of death include patients with any one of the following: >50 year of age;
PSI score >3; or bacteremia due to Streptococcus pneumonice

®95% confidence interval for the treatment difference

¢ After at least 3 days of intravenous therapy, a switch to oral levofloxacin (500 mg daily) was
permitted for both treatment arms in Study 308.
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16 HOW SUPPLIED/STORAGE AND HANDLING

TYGACIL (tigecycline) for injection is supplied in a single-dose 5 mL glass vial or 10 mL
glass vial, each containing 50 mg tigecycline lyophilized powder for reconstitution.

Supplied:
5 mL - 10 vials/box. NDC 0008-4990-02
10 mL - 10 vials/box. NDC 0008-4990-20

Prior to reconstitution, TYGACIL should be stored at 20° to 25°C (68° to 77°F); excursions
permitted to 15° to 30°C (59° to 86°F). [See USP Controlled Room Temperature.] Once
reconstituted, TYGACIL may be stored at room temperature for up to 24 hours (up to 6 hours
in the vial and the remaining time in the intravenous bag). Alternatively, TYGACIL mixed
with 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP may be stored
refrigerated at 2° to 8°C (36° to 46°F) for up to 48 hours following immediate transfer of the
reconstituted solution into the intravenous bag. Reconstituted solution must be transferred and
further diluted for intravenous infusion.

U.S. Patent Numbers: RE40086; RE40183; 5,284,963; 5,530,117, 5,675,030; and 7,365,087.
17 PATIENT COUNSELING INFORMATION

» Patients should be counseled that antibacterial drugs including TYGACIL should only
be used to treat bacterial infections. They do not treat viral infections (e.g., the common
cold). When TYGACIL is prescribed to treat a bacterial infection, patients should be
told that although it is common to feel better early in the course of therapy, the
medication should be taken exactly as directed. Skipping doses or not completing the
full course of therapy may (1) decrease the effectiveness of the immediate treatment and
(2) increase the likelihood that bacteria will develop resistance and will not be treatable
by TYGACIL or other antibacterial drugs in the future.
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e Diarrhea is a common problem caused by antibiotics which usually ends when the

antibiotic is discontinued. Sometimes after starting treatment with antibiotics, patients
can develop watery and bloody stools (with or without stomach cramps and fever) even
as late as two or more months after having taken the last dose of the antibiotic. If this

occurs, patients should contact their physician as soon as possible.

This product’s label may have been updated. For current package insert and
% further product information, please visit www.wyeth.com or call our
medical communications department toll-free at 1-800-934-5556.

Wyeth®

Manufactured for:

Wyeth Pharmaceuticals Inc.

Philadelphia, PA 19101

By:

Wyeth Pharmaceuticals Inc.

Philadelphia, PA 19101
Or

Patheon Italia S.p.A.
20052 Monza, Italy

(Update W10521C015)
(Update ETO1)
(Update Rev Date)
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Tygacil 50 mg powder for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 5 ml Tygacil vial contains 50 mg of tigecycline. After reconstitution, 1 ml contains 10 mg of
tigecycline.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for infusion (powder for infusion).

Lyophilised orange cake or powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Tygacil is indicated in adults for the treatment of the following infections (see sections 4.4 and 5.1):

o Complicated skin and soft tissue infections, excluding diabetic foot infections (see section 4.4)
. Complicated intra-abdominal infections

Tygacil should be used only in situations where it is known or suspected that other
alternatives are not suitable (see sections 4.4 and 4.8).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Posology

The recommended dose for adults is an initial dose of 100 mg followed by 50 mg every 12 hours for 5
to 14 days.

The duration of therapy should be guided by the severity, site of the infection, and the patient’s
clinical response.

Hepatic insufficiency
No dosage adjustment is warranted in patients with mild to moderate hepatic impairment (Child Pugh
A and Child Pugh B).

In patients with severe hepatic impairment (Child Pugh C), the dose of Tygacil should be reduced to
25 mg every 12 hours following the 100 mg loading dose. Patients with severe hepatic impairment
(Child Pugh C) should be treated with caution and monitored for treatment response (see sections 4.4
and 5.2).



Renal insufficiency
No dosage adjustment is necessary in patients with renal impairment or in patients undergoing
haemodialysis (see section 5.2).

Elderly patients
No dosage adjustment is necessary in elderly patients (see section 5.2).

Paediatric population
The safety and efficacy of Tygacil in children below 18 years have not yet been established (see
section 4.4). Only pharmacokinetic data are available (see section 5.2).

Method of administration:
Tygacil is administered only by intravenous infusion over 30 to 60 minutes (see section 6.6).

For instructions on reconstitution & dilution of the medicinal product before administration, see
section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Patients hypersensitive to tetracycline class antibiotics may be hypersensitive to tigecycline.

4.4 Special warnings and precautions for use

In clinical studies in complicated skin and soft tissue infections, complicated intra-abdominal
infections, diabetic foot infections, nosocomial pneumonia and studies in resistant pathogens, a
numerically higher mortality rate among Tygacil treated patients has been observed as compared to
the comparator treatment. The causes of these findings remain unknown, but poorer efficacy and
safety than the study comparators cannot be ruled out.

Patients who develop super-infections, in particular nosocomial pneumonia, appear to be associated
with poorer outcomes. Patients should be closely monitored for the development of super-infection. If
a focus of infection other than ¢SSTI or cIAl is identified after initiation of Tygacil therapy
consideration should be given to instituting alternative antibacterial therapy that has been
demonstrated to be efficacious in the treatment of the specific type of infection(s) present.

Tygacil is not approved for clinical indications other than complicated skin and soft tissue infections,
and complicated intra-abdominal infections. The use of Tygacil in non-approved indications is not
recommended.

Anaphylaxis/anaphylactoid reactions, potentially life-threatening, have been reported with tigecycline
(see sections 4.3 and 4.8).

Cases of liver injury with a predominantly cholestatic pattern have been reported in patients receiving
tigecycline treatment, including some cases of hepatic failure with a fatal outcome. Although hepatic
failure may occur in patients treated with tigecycline due to the underlying conditions or concomitant
medicinal products, a possible contribution of tigecycline should be considered (see section 4.8).

Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics. Tigecycline
may have adverse reactions similar to tetracycline class antibiotics. Such reactions may include
photosensitivity, pseudotumor cerebri, pancreatitis, and anti-anabolic action which has led to
increased BUN, azotacmia, acidosis, and hyperphosphataemia (see section 4.8).

Acute pancreatitis, which can be serious, has occurred (frequency: uncommon) in association with
tigecycline treatment (see section 4.8). The diagnosis of acute pancreatitis should be considered in



patients taking tigecycline who develop clinical symptoms, signs, or laboratory abnormalities
suggestive of acute pancreatitis. Most of the reported cases developed after at least one week of
treatment. Cases have been reported in patients without known risk factors for pancreatitis. Patients
usually improve after tigecycline discontinuation. Consideration should be given to the cessation of
the treatment with tigecycline in cases suspected of having developed pancreatitis.

Experience in the use of tigecycline for treatment of infections in patients with severe underlying
diseases is limited.

In clinical trials in complicated skin and soft tissue infections, the most common type of infection in
tigecycline treated-patients was cellulitis (59 %), followed by major abscesses (27.5 %). Patients with
severe underlying disease, such as those that were immunocompromised, patients with decubitus ulcer
infections, or patients that had infections requiring longer than 14 days of treatment (for example,
necrotizing fasciitis), were not enrolled. A limited number of patients were enrolled with co-morbid
factors such as diabetes (20 %), peripheral vascular disease (7 %), intravenous drug abuse (2 %), and
HIV-positive infection (1 %). Limited experience is also available in treating patients with concurrent
bacteracmia (3 %). Therefore, caution is advised when treating such patients. The results in a large
study in patients with diabetic foot infection, showed that tigecycline was less effective than
comparator, therefore, tigecycline is not recommended for use in these patients (see section 4.1).

In clinical trials in complicated intra-abdominal infections, the most common type of infection in
tigecycline treated-patients was complicated appendicitis (51 %), followed by other diagnoses less
commonly reported such as complicated cholecystitis (14 %), intra-abdominal abscess (10 %),
perforation of intestine (10 %) and gastric or duodenal ulcer perforation less than 24 hours (5 %). Of
these patients, 76 % had associated diffuse peritonitis (surgically-apparent peritonitis). There were a
limited number of patients with severe underlying disease such as immunocompromised patients,
patients with APACHE 1II scores > 15 (4 %), or with surgically apparent multiple intra-abdominal
abscesses (10 %). Limited experience is also available in treating patients with concurrent
bacteracmia (6 %). Therefore, caution is advised when treating such patients.

Consideration should be given to the use of combination antibacterial therapy whenever tigecycline is
to be administered to severely ill patients with complicated intra-abdominal infections (cIAI)
secondary to clinically apparent intestinal perforation or patients with incipient sepsis or septic shock
(see section 4.8).

The effect of cholestasis in the pharmacokinetics of tigecycline has not been properly established.
Biliary excretion accounts for approximately 50 % of the total tigecycline excretion. Therefore,
patients presenting with cholestasis should be closely monitored.

Prothrombin time or other suitable anticoagulation test should be used to monitor patients if
tigecycline is administered with anticoagulants (see section 4.5).

Pseudomembranous colitis has been reported with nearly all antibacterial agents and may range in
severity from mild to life threatening. Therefore, it is important to consider this diagnosis in patients
who present with diarrhoea during or subsequent to the administration of any antibacterial agent (see
section 4.8).

The use of tigecycline may result in overgrowth of non-susceptible organisms, including fungi.
Patients should be carefully monitored during therapy (see section 4.8).

Results of studies in rats with tigecycline have shown bone discolouration. Tigecycline may be
associated with permanent tooth discolouration in humans if used during tooth development (see

section 4.8).

Pacediatric population



Tygacil should not be used in children under 8 years of age because of teeth discolouration, and is not
recommended in adolescents below 18 years due to the lack of data on safety and efficacy (see
sections 4.2 and 4.8).

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Concomitant administration of tigecycline and warfarin (25 mg single-dose) to healthy subjects
resulted in a decrease in clearance of R-warfarin and S-warfarin by 40 % and 23 %, and an increase in
AUC by 68 % and 29 %, respectively. The mechanism of this interaction is still not elucidated.
Available data does not suggest that this interaction may result in significant INR changes. However,
since tigecycline may prolong both prothrombin time (PT) and activated partial thromboplastin time
(aPTT), the relevant coagulation tests should be closely monitored when tigecycline is
co-administered with anticoagulants (see section 4.4). Warfarin did not affect the pharmacokinetic
profile of tigecycline.

Tigecycline is not extensively metabolised. Therefore, clearance of tigecycline is not expected to be
affected by active substances that inhibit or induce the activity of the CYP450 isoforms. In vitro,
tigecycline is neither a competitive inhibitor nor an irreversible inhibitor of CYP450 enzymes (sce
section 5.2).

Tigecycline in recommended dosage did not affect the rate or extent of absorption, or clearance of
digoxin (0.5 mg followed by 0.25 mg daily) when administered in healthy adults. Digoxin did not
affect the pharmacokinetic profile of tigecycline. Therefore, no dosage adjustment is necessary when
tigecycline is administered with digoxin.

In in vitro studies, no antagonism has been observed between tigecycline and other commonly used
antibiotic classes.

Concurrent use of antibiotics with oral contraceptives may render oral contraceptives less effective.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of tigecycline in pregnant women. Results from animal
studies have shown tigecycline may cause foetal harm when administered during pregnancy (see
section 5.3). The potential risk for humans is unknown. As it is known for tetracycline class
antibiotics, tigecycline may also induce permanent dental defects (discolouration and enamel defects)
and a delay in ossification processes in foetuses, exposed in ufero during the last half of gestation, and
in children under eight years of age due to the enrichment in tissues with a high calcium turnover and
formation of calcium chelate complexes (see section 4.4). Tigecycline should not be used during
pregnancy unless clearly necessary.

Breastfeeding

It is not known whether this medicinal product is excreted in human milk. In animal studies
tigecycline is excreted into milk of lactating rats. Because a potential risk to the breast-feeding infant
cannot be ruled out, when treating with tigecycline, caution should be exercised and interruption of
breast-feeding should be considered (see section 5.3).

Fertility



Tigecycline did not affect mating or fertility in rats at exposures up to 4.7 times the human daily dose
based on AUC. In female rats, there were no compound-related effects on ovaries or oestrus cycles at
exposures up to 4.7 times the human daily dose based on AUC.

4.7 Effects on ability to drive and use machines

No studies on the effects of tigecycline on the ability to drive and use machines have been performed.
Dizziness may occur and this may have an effect on driving and use of machines (see section 4.8).

4.8 Undesirable effects

a. Summary of safety profile

The total number of patients treated with tigecycline in Phase 3 clinical studies was 1,415. Adverse
reactions were reported in approximately 41 % of patients treated with tigecycline. Treatment was
discontinued due to adverse reactions in 5 % of patients.

In clinical trials, the most common drug-related treatment emergent adverse reactions were reversible
nausea (20 %) and vomiting (14 %), which usually occurred early (on treatment days 1-2) and were
generally mild or moderate in severity.

Adverse reactions reported with Tygacil, including clinical trials and post-marketing experience, are
listed below.

Frequency categories are expressed as: Very common (=1/10); Common (=1/100 to <1/10);
Uncommon (=1/1,000 to <1/100); Rare (>1/10,000 to <1/1,000); Very rare (<1/10,000); Not known
(cannot be estimated from the available data)

For adverse reactions identified from post-marketing experience with Tygacil derived from
spontaneous reports for which the frequency cannot be estimated, the frequency grouping is
categorized as not known.

b. Tabulated summary of adverse reactions
Infections and infestations:

Common: Pneumonia, abscess, infections
Uncommon: Sepsis/septic shock

Blood and the lvmphatic system disorders:

Common: Prolonged activated partial thromboplastin time (aPTT), Prolonged prothrombin time (PT)
Uncommon: Increased International Normalised Ratio (INR)
Not known: thrombocytopenia

Immune system disorders:
Not known: Anaphylaxis/anaphylactoid reactions (see sections 4.3 and 4.4)

Metabolism and nutrition disorders:

Common: Hypoglycacmia
Uncommon: Hypoproteinacmia

Nervous system disorders:

Common: Dizziness



Vascular disorders:

Common: Phlebitis
Uncommon: Thrombophlebitis

Gastrointestinal disorders:

Very common: Nausea, vomiting, diarrhoca
Common: Abdominal pain, dyspepsia, anorexia
Uncommon: Acute pancreatitis (see section 4.4)

Hepato-biliary disorders:

Common: Elevated aspartate aminotransferase (AST) in serum, and elevated alanine aminotransferase
(ALT) in serum, hyperbilirubinaemia

Uncommon: Jaundice, liver injury, mostly cholestatic

Not known: Hepatic failure (see section 4.4)

Skin and subcutaneous tissue disorders:

Common: Pruritus, rash
Not known: Severe skin reactions, including Stevens-Johnson Syndrome

General disorders and administration site conditions:
Common: Headache

Uncommon: Injection site reaction, injection site inflammation, injection site pain, injection site
oedema, injection site phlebitis

Investigations:
Common: Elevated amylase in serum, increased blood urea nitrogen (BUN)
c. Description of selected adverse reactions

Antibiotic Class Effects:

Pseudomembranous colitis which may range in severity from mild to life threatening (see section 4.4)
Overgrowth of non-susceptible organisms, including fungi (see section 4.4)

Tetracvcline Class Effects:

Glycyleycline class antibiotics are structurally similar to tetracycline class antibiotics. Tetracycline
class adverse reactions may include photosensitivity, pseudotumour cerebri, pancreatitis, and anti-
anabolic action which has led to increased BUN, azotacmia, acidosis, and hyperphosphatacmia (see
section 4.4).

Tigecycline may be associated with permanent tooth discolouration if used during tooth development
(see section 4.4).

In Phase 3 clinical studies, infection-related serious adverse events were more frequently reported for
subjects treated with tigecycline (6.7 %) vs comparators (4.6 %). Significant differences in
sepsis/septic shock with tigecycline (1.5 %) vs comparators (0.5 %) were observed.



AST and ALT abnormalities in Tygacil-treated patients were reported more frequently in the post
therapy period than in those in comparator-treated patients, which occurred more often on therapy.

In all Phase 3 and 4 ¢SSSI and clIAl studies, death occurred in 2.3 % (52/2216) of patients receiving
tigecycline and 1.5% (33/2206) of patients receiving comparator drugs.

Paediatric population

Very limited safety data were available from a multiple dose PK study (see section 5.2). No new or
unexpected safety concerns were observed with tigecycline in this study.

4.9 Overdose

No specific information is available on the treatment of overdosage. Intravenous administration of
tigecycline at a single dose of 300 mg over 60 minutes in healthy volunteers resulted in an increased
incidence of nausea and vomiting. Tigecycline is not removed in significant quantitics by
haemodialysis.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, Tetracyclines, ATC code: JOIAA12.
Mode of action

Tigecycline, a glycylcycline antibiotic, inhibits protein translation in bacteria by binding to the 30S
ribosomal subunit and blocking entry of amino-acyl tRNA molecules into the A site of the ribosome.
This prevents incorporation of amino acid residues into elongating peptide chains.

In general, tigecycline is considered bacteriostatic. At 4 times the minimum inhibitory concentration
(MIC), a 2-log reduction in colony counts was observed with tigecycline against Enterococcus spp.,
Staphylococcus aureus, and Escherichia coli.

Mechanism of resistance

Tigecycline is able to overcome the two major tetracycline resistance mechanisms, ribosomal
protection and efflux. Cross-resistance between tigecycline and minocycline-resistant isolates among
the Enterobacteriaceae due to multi-drug resistance (MDR) efflux pumps has been shown. There is
no target-based cross-resistance between tigecycline and most classes of antibiotics.

Tigecycline is vulnerable to chromosomally-encoded multidrug efflux pumps of Profeeae and
Pseudomonas aeruginosa. Pathogens of the family Profeeae (Proteus spp., Providencia spp., and
Morganella spp.) are generally less susceptible to tigecycline than other members of the
Enterobacteriaceae. Decreased susceptibility in both groups has been attributed to the overexpression
of the non-specific AcrAB multi-drug efflux pump. Decreased susceptibility in Acinetobacter
baumannii has been attributed to the overexpression of the AdeABC efflux pump.

Breakpoints

Minimum inhibitory concentration (MIC) breakpoints established by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) are as follows:

Staphylococcus spp. S < 0.5 mg/L and R > 0.5 mg/L
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Streptococcus spp. other than S. pneumoniae S < 0.25 mg/L and R > 0.5 mg/L
Enterococcus spp. S <0.25 mg/L and R > 0.5 mg/L
Enterobacteriaceae S < 1°” mg/L and R > 2 mg/L

OTigecycline has decreased in vitro activity against Proteus, Providencia, and Morganella spp.

For anacrobic bacteria there is clinical evidence of efficacy in polymicrobial intra-abdominal
mfections, but no correlation between MIC values, PK/PD data and clinical outcome. Therefore, no
breakpoint for susceptibility is given. It should be noted that the MIC distributions for organisms of
the genera Bacteroides and Clostridium are wide and may include values in excess of 2 mg/L
tigecycline.

There 1s limited evidence of the clinical efficacy of tigecycline against enterococci. However,
polymicrobial intra-abdominal infections have shown to respond to treatment with tigecycline in
clinical trials.

Susceptibility

The prevalence of acquired resistance may vary geographically and with time for selected species, and
local information on resistance is desirable, particularly when treating severe infections. As necessary,
expert advice should be sought when the local prevalence of resistance is such that the utility of the
agent in at least some types of infections is questionable.

Pathogen

Commonly Susceptible Species

Gram-positive Aerobes

Enterococcus spp.T

Staphylococcus aureus*

Staphylococcus epidermidis

Staphylococcus haemolyticus

Streptococcus agalactiae™

Streptococcus anginosus group* (includes S. anginosus, S. intermedius and S. constellatus)
Streptococcus pyogenes*

Viridans group streptococci

Gram-negative Acrobes
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*
Klebsiella oxytoca*

Anacrobes

Clostridium perfringenst
Peptostreptococcus spp.t
Prevotella spp.

Species for which acquired resistance may be a problem

Gram-negative Aerobes
Acinetobacter baumannii
Burkholderia cepacia
Enterobacter aerogenes
Enterobacter cloacae*
Klebsiella pneumoniae *
Morganella morganii
Proteus spp.




Pathogen

Providencia spp.
Serratia marcescens
Stenotrophomonas maltophilia

Anaerobes
Bacteroides fragilis groupt

Inherently resistant organisms

Gram-negative Aerobes
Pseudomonas aeruginosa

*denotes species against which it is considered that activity has been satisfactorily demonstrated in
clinical studies.
+ see section 5.1, Breakpoints above.

5.2 Pharmacokinetic properties

Absorption

Tigecycline is administered intravenously and therefore has 100 % bioavailability.
Distribution

The in vitro plasma protein binding of tigecycline ranges from approximately 71 % to 89 % at
concentrations observed in clinical studies (0.1 to 1.0 pg/ml). Animal and human pharmacokinetic
studies have demonstrated that tigecycline readily distributes to tissues.

In rats receiving single or multiple doses of '*C-tigecycline, radioactivity was well distributed to most
tissues, with the highest overall exposure observed in bone marrow, salivary glands, thyroid gland,
spleen, and kidney. In humans, the steady-state volume of distribution of tigecycline averaged 500 to
700 L (7 to 9 L/kg), indicating that tigecycline is extensively distributed beyond the plasma volume
and concentrates into tissues.

No data are available on whether tigecycline can cross the blood-brain barrier in humans.

In clinical pharmacology studies using the therapeutic dosage regimen of 100 mg followed by 50 mg
q12h, serum tigecycline steady-state C..x was 866+233 ng/ml for 30-minute infusions and 634+97
ng/ml for 60-minute infusions. The steady-state AUCq.1o, was 2349+£850 ngeh/ml.

Biotransformation

On average, it is estimated that less than 20 % of tigecycline is metabolised before excretion. In
healthy male volunteers, following the administration of '*C-tigecycline, unchanged tigecycline was
the primary '*C-labelled material recovered in urine and facces, but a glucuronide, an N-acetyl
metabolite and a tigecycline epimer were also present.

In vitro studies in human liver microsomes indicate that tigecycline does not inhibit metabolism
mediated by any of the following 6 cytochrome P450 (CYP) isoforms: 1A2, 2C8, 2C9, 2C19, 2D6,
and 3A4 by competitive inhibition. In addition, tigecycline did not show NADPH-dependency in the
mhibition of CYP2C9, CYP2C19, CYP2D6 and CYP3A, suggesting the absence of mechanism-based
inhibition of these CYP enzymes.
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Elimination

The recovery of the total radioactivity in facces and urine following administration of "*C-tigecycline

indicates that 59 % of the dose is eliminated by biliary/faccal excretion, and 33 % is excreted in urine.
Overall, the primary route of elimination for tigecycline is biliary excretion of unchanged tigecycline.
Glucuronidation and renal excretion of unchanged tigecycline are secondary routes.

The total clearance of tigecycline is 24 L/h after intravenous infusion. Renal clearance is
approximately 13 % of total clearance. Tigecycline shows a polyexponential elimination from serum
with a mean terminal elimination half-life after multiple doses of 42 hours although high
interindividual variability exists.

Special populations

Hepatic Insufficiency

The single-dose pharmacokinetic disposition of tigecycline was not altered in patients with mild
hepatic impairment. However, systemic clearance of tigecycline was reduced by 25 % and 55 % and
the half-life of tigecycline was prolonged by 23 % and 43 % in patients with moderate or severe
hepatic impairment (Child Pugh B and C), respectively (see section 4.2).

Renal Insufficiency

The single dose pharmacokinetic disposition of tigecycline was not altered in patients with renal
insufficiency (creatinine clearance <30 ml/min, n=6). In severe renal impairment, AUC was 30 %
higher than in subjects with normal renal function (see section 4.2).

Elderly Patients
No overall differences in pharmacokinetics were observed between healthy elderly subjects and
younger subjects (see section 4.2).

Paediatric Population
The safety and efficacy of tigecycline in the paediatric population 8 to <18 years of age have not been
established.

Tigecycline pharmacokinetics was investigated in two studies. The first study enrolled children aged
8-16 years (n=24) who received single doses of tigecycline (0.5, 1, or 2 mg/kg, with no dose
limitation) administered intravenously over 30 minutes. The second study was performed in children
aged 8 to 11 years (n=47) who received multiple doses of tigecycline (0.75, 1, or 1.25 mg/kgup to a
maximum dose of 50 mg) every 12 hours administered intravenously over 30 minutes. No loading
dose was administered in these studies. The pharmacokinetic parameters may be observed in the table
below.

Dose Normalized to 1 mg/kg Mean £ SD Tigecycline Cmax and AUC in Children

Age (yr) N Cmax (ng/mL) AUC (ngeh/mL)*
Single dose
§-11 8 3881 + 6637 4034 + 2874
12 - 16 16 8508 + 11433 7026 + 4088
Multiple dose
8-11 | 47 | 1899 + 2954 | 2833 + 1557

* single dose AUC,_,, multiple dose AUC, 121

The target AUC,.14; in adults after the recommended dose of 100 mg loading and 50 mg every 12
hours, was approximately 2500 ngeh/mL.

Gender
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There were no clinically relevant differences in the clearance of tigecycline between men and women.
AUC was estimated to be 20 % higher in females than in males.

Race
There were no differences in the clearance of tigecycline based on race.

Weight

Clearance, weight-normalised clearance, and AUC were not appreciably different among patients with
different body weights, including those weighing > 125 kg. AUC was 24 % lower in patients
weighing > 125 kg. No data is available for patients weighing 140 kg and more.

5.3 Preclinical safety data

In repeated dose toxicity studies in rats and dogs, lymphoid depletion/atrophy of lymph nodes, spleen
and thymus, decreased erythrocytes, reticulocytes, leukocytes, and platelets, in association with bone
marrow hypocellularity, and adverse renal and gastrointestinal effects have been seen with tigecycline
at exposures of 8 and 10 times the human daily dose based on AUC in rats and dogs, respectively.
These alterations were shown to be reversible after two weeks of dosing.

Bone discolouring was observed in rats which was not reversible after two weeks of dosing.

Results of animal studies indicate that tigecycline crosses the placenta and is found in foetal tissues.
In reproduction toxicity studies, decreased foetal weights in rats and rabbits (with associated delays in
ossification) and foetal loss in rabbits have been observed with tigecycline. Tigecycline was not
teratogenic in the rat or rabbit. Tigecycline did not affect mating or fertility in rats at exposures up to
4.7 times the human daily dose based on AUC. In female rats, there were no compound-related effects
on ovaries or oestrus cycles at exposures up to 4.7 times the human daily dose based on AUC.

Results from animal studies using “C-labelled tigecycline indicate that tigecycline is excreted readily
via the milk of lactating rats. Consistent with the limited oral bioavailability of tigecycline, there is
little or no systemic exposure to tigecycline in the nursing pups as a result of exposure via maternal
milk.

Lifetime studies in animals to evaluate the carcinogenic potential of tigecycline have not been
performed, but short-term genotoxicity studies of tigecycline were negative.

Bolus intravenous administration of tigecycline has been associated with a histamine response in
animal studies. These effects were observed at exposures of 14 and 3 times the human daily dose
based on the AUC in rats and dogs respectively.

No evidence of photosensitivity was observed in rats following administration of tigecycline.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose monohydrate
Hydrochloric acid, sodium hydroxide (for pH adjustment)

6.2 Incompatibilities
The following active substances should not be administered simultaneously through the same Y-site

as Tygacil: Amphotericin B, amphotericin B lipid complex, diazepam esomeprazole, omeprazole and
intravenous solutions that could result in an increase of pH above 7.
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This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
2 years.

Once reconstituted and diluted in the bag or other suitable infusion container (e.g. glass bottle),
tigecycline should be used immediately.

6.4 Special precautions for storage

Store below 25°C.
For storage conditions of the reconstituted product see section 6.3.

6.5 Nature and contents of container

5 ml Type 1 clear glass vials fitted with grey butyl rubber stoppers and snap-off aluminium crimp
seals. Tygacil is distributed in a ten vial tray pack.

6.6  Special precautions for disposal and other handling

The lyophilised powder should be reconstituted with 5.3 ml of sodium chloride 9 mg/ml (0.9 %)
solution for injection, dextrose 50 mg/ml (5 %) solution for injection, or Lactated Ringer’s solution
for injection to achieve a concentration of 10 mg/ml of tigecycline. The vial should be gently swirled
until the medicinal product is dissolved. Thereafter, 5 ml of the reconstituted solution should be
immediately withdrawn from the vial and added to a 100 ml intravenous bag for infusion or other
suitable infusion container (¢.g., glass bottle).

For a 100 mg dose, reconstitute using two vials into a 100 ml intravenous bag or other suitable
infusion container (¢.g., glass bottle). Note: The vial contains a 6 % overage. Thus, 5 ml of
reconstituted solution is equivalent to 50 mg of the active substance. The reconstituted solution
should be yellow to orange in colour; if not, the solution should be discarded. Parenteral products
should be inspected visually for particulate matter and discolouration (e.g., green or black) prior to
administration.

Tygacil may be administered intravenously through a dedicated line or through a Y-site. If the same
intravenous line is used for sequential infusion of several active substances, the line should be flushed
before and after infusion of Tygacil with either sodium chloride 9 mg/ml (0.9 %) solution for
injection or dextrose 50 mg/ml (5 %) solution for injection. Injection should be made with an infusion
solution compatible with tigecycline and any other medicinal product(s) via this common line (see
section 6.2)

This medicinal product is for single use only; any unused solution should be discarded.

Compatible intravenous solutions include: sodium chloride 9 mg/ml (0.9 %) solution for injection,
dextrose 50 mg/ml (5 %) solution for injection, and Lactated Ringer’s solution for injection.

When administered through a Y-site, compatibility of Tygacil diluted in sodium chloride 0.9 % for
mjection is demonstrated with the following medicinal products or diluents: amikacin, dobutamine,
dopamine HCI, gentamicin, haloperidol, Lactated Ringer’s, lidocaine HCI, metoclopramide,
morphine, norepinephrine, piperacillin/tazobactam (EDTA formulation), potassium chloride,
propofol, ranitidine HCI, theophylline, and tobramycin.
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7. MARKETING AUTHORISATION HOLDER
Wyeth Europa Ltd.

Huntercombe Lane South

Taplow, Maidenhead

Berkshire, SL6 OPH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/336/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 24 April 2006.
Date of last renewal: 24 April 2011

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.curopa.cu
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EE~OBRE |~ RICERE CHABBEAETLTHWADOT, |BREICE, ROFICERL, AZTCICE[EBEICIE, RORIKERL, HEF i

5EHBICEETAREFBFEORELZBE LA
NHEEICRETH L,

(1) =& CIIAEEBEIAET LTS L
NEL BHERAARER LTV,

BE T X I K RZIZL D HIDE
MAHBbhEIERD 5B,

(2)

Whm . PEM. 3%
HidFE~DkE

(1) IR L CW B ATREME O & 5 17 NI
X, 1B B R RSN EBEEE EE D &oH
ShHBEICDHBEETLH L, [BIMER
BT, BOEA, BROKERD (B
BIEAEZES), EFEBRREHOBS BB DN
TWh, £ BFREFEORAFEOHEMN (T v
kX 12 mg/kg/ B : BERRE RO 3.4 (5124
%X T 4me/ke/ B BERBRREED 0.8
fFiZY) RO TS, ]

B, WEFERMICARE RS LA, W
FOFERERITEBENLNAD D,

Q) BIPOBNICHEET D 2 LT, de
EERTESTAIGAICEBLEPILEE S D
L, (BT og5IcET AR eI L

(1) i XITHERE L WA RO B A A
2, REREEOFRENERMEE EE S
LA AN S BEICOLBEETH L,
(EIEHROBEICET 2RI L
T, )

2) & FBAF~BITTHOT, AFEEF
LR EEA L,

~—

Wi O3 E L TV A A B O H B i A
ZixlpE Lo RN A Y EE B &
K E N A EGICOREETH L,
BRIZ—BEOFRELE, BFOEF
B T ANVERRAEERZ TN
B, i, BMER (Tv ) THE
BEARBDLNLTND, ]

AP ANCEES L EREE
LW, R G TEST 52858103
HErHIEESEDZ &,

(AP ~BITTHZEAM|E ST
%,

(1

~—

(2

PFIZER CONFIDENTIAL
Page 13




Tigecycline

1.7 [FIFE A hih —Fa 3k

— %4 B FHES A7) el Rl N b RV HEHEEI /9427 ) AEERE
TRy, BWER (7 v b)) TALHHP~E
TTHZERBDOLNLTNS, ]
INREEA~OBE | (1) NEZE (18 BUT) T 5 F MR OR OEFINFEHTE RV, BEHOLAIZO
EMEITHES STV R, HHEHEEEBETHI L,
Q) NR(RFIz il FRHICH 5 8RO /NIR) UNE (Bl F Rz s 5 8 WARR D/
CBRG LIEGE, o6 - =T A VEE W) g5 LGS, HF0EFR =T A VE
AL, £/, —BHEOBERBEREER T BRAE, £/, —BHEOBEREREEEIT
ZEND D, ZERDH D]
i E fREEE R N ZARH] 300mg 235 U 72 B, L K OE RN K ER 5L FESE GEHE BHFS)
HORBEREMLUEZ, 2B, BEESRFOLE BNHOLDONAZERNHHDOT BEL 22T
FL LT, MESEFITED IR, KEOMFE W, BERRBDOLNEZESIE, 5 2P IET
BERILMOLN TV, HIR LW R MEEITO L,
WHEOEE (1) SRS 1 XA TAICAEBRAER T 5% 7| (1) &5 (1) BERK
B AR 5.3mL 200 % I EiE S| 1) IR VRS SEBRNER I CORFEHTS 2 &,
RN BEET S (WL SmL PizTF 7 RN KESRSICE Y MER., HkEk, | (2) BE5H
A7V 50mg HEde), FEIEGOBEIZ KB AR T enbrOT . 2hx T HRABESIC Ly MEm. MR

24T AahbENEN SmL %2 8B L
BEOBEDOBIZIZ 1 XA T Asb smlL % &
D XA T VOBRMBICAWEERE TCHERL
CHE 100mL & L., SiEFIRNEET 5,
L EREAKISES R AVOTHEA
LAanwz &,
VEIRBIT, Mo PITHRIT DL, BRBO
ROEITEGE~TF W IEFWAETHSD,
FRE . FRLUIIBEOF XY A7) v OBEE
23 15mg/ml B ARV L, wmR%IT., &
RPIEAT A L,
Q) FE 5 SMERNBRE CoRFERATL &,
(3) BEAEL : KFNIROES L 1IIHSBEZTH
B, Fl—O@iET =— 712 XD R
5L &,
TAKRTFYLY B, TARFTY > B UK
V—ABIE] O CTENRAN, FA TS —

-
—

~—

2

BS54 % 7= O SR O TR S ERAL, 1
HAFEZZOWTHRNEE L. Z0END
HELTEDLRETELTHZ &,

5 P PN B
BARNERICHZ > CTiL, FRRoAICE
BETHZ L,

OFHARNEF X, RLEE2VHRITOR

QIR HAERENL,

PBEE/NBIZITH 2 &,

¥, B ~OKEEFITITO 2V
Z &,

AR, IR, SR,
RIZIEBRENES LN b,

ORI EATERNL 2T D 2 &,
OEHSERA L EBEEHFALY .,

Mg DWW 7o GBI, EDIC#H &
W&, a2 THEATS L,

QUEFEMIZKR, BieHrdl hb

(2)

éo
PR

PRITZENDHDHDOT EHEOFE,
EREAL, ERFEICEE L. RS
HCEDHIETELSTHZ L,

BRE
BRBIESHICERAT A Z &, B,
PR EETRELSLBELTLIHATH.,
12 BERIDANIC SR AIRNIER 2 K& T3
A&,

(3)
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Tigecycline

1.7 [FIFE A hih —Fa 3k

— B 4 R FrA T ERHAT AL AT A FRA A2 ) VIRERIE
BREBIESCHICERAT S Z &, ok
7 BRHTRICER L CERT 25 E
i, BRBERETAIEICEY MR
BTTH5ZER8HH0T, ABEMLT
EHTZZ L,
FOMOIEE (1) #5 HEME RE I MR L E AR IS 6~ 5 58 3 MR IR (1) AFNOHBEGIZ L0 RAFEB~FKBE., #.

HEx (1682 flick T, BEFILEHIT HIE
B> > HAFEERET 6/817 i, <t RIELL 5
B 2/825 BN B IM FE /MR M FEME S & v 7 A3 %
B, AFE B E o KBRS LT
WARWH, BERLE AT D EEOEMEME
Jre N YL E B ~AF B B E T AR o
MEFELEOFHAEEETHZ &,

(2) BRI 22 12 331 % ARF 0 22 2Pk O 2k i
HESLL TRy, BEAMRBEEZSRE L
R R O 9 B N TR0 2% B if 2% o JiE 5
R WT, REBEEFHOBEEIL 47.9%
(35/73 ) . xtHREEF 58E Tl 70.1% (47/67
) THY, FETELERAESEET 19.1%
(257131 fil) | *FREIEEE G5 T 12.3% (15/122
Bl) Tholo, WHMEZ/H D N T IRERK B E
i RFEFICRBIT AT RIL, AFIHRSHET
50.0% (9/18 ) | xt BB 57Tl 7.7% (1/13
) Thoiz,

(3) AFNX., T TV A7 ) URPAEWE IR E
BEULTWAHZ e, 7RIV A 70
FHAME CRDOLNATWAHEIMER Gt
WOE ., BUEMIERS) 2RBATHARES D
Bz, RFOTSGIZELTCE, 2hbn®xE
BORBICEETH I L,

(4 Ty FEOA X0 2 B EEERR T, #
ALF 4 30 mg/kg/ A (BRIRIRER & D 6.9 {51248
Y) KU 12 mg/ke/A (FEIRGEEE RO 7.2 512
MHY) B5IZX 0 EREERIECERICE
K55 RiMmEk, #@ARMmER. @i Bk & O/ MK

FBILEBLEZE WO WMERD D,

(2) AFOEFIZLY FRENBEAILLRS D
ERb D,

(3) WA s VT, KFBE o BE IR
MRENHEB LI OMEND DA, KHF
& ORRBERITHESL L T,
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Tigecycline

1.7 [FIFE A hih —Fa 3k

— A A R FrHA7 ) ESHAT AR AT L TR A7) R
DWYBBD LN, DT OB RS
XY EE L,

:m - %0) :
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20124F@ A fERL (BE1AR)

TV HA ) o RIEMERF

fy AR AR
E%J% %ﬁﬁ/ul:% = 87612;7 —
. 2AH /)b AEFERA 50mg 7HES | 89608
ik« SRMR - T
PRI © REAEE A 2 AN Tygiﬂ;@%f?ﬂ%@gﬁ"g Wi | eerer
VE) VERE - BRSO MATEANC L Y < RURIRE ERFEE | 2005%6)]
HTazé&

BHE (ROBECEBELENIL) ]

AFNDRE AT UIBEUE DBEEREO B 2 BE
(#ERL - K]
1. #RE
134 T
I S EREE T T
e FrHA7 ) Somg (FAREFORMESZE LT
A 134 753 mg A &ie)
FLBEAKFI4S  100mg (FARBSOREELZZE LT 1
i AT 106 mg % Eie)
pHFA Al
PARETVN
VW EOHEREN I (TR
IpH |45~55 [10mg/mL A=FR A3 ] |

[ZhEE - &)

(i@f@@)

AENIEEDOKIGE, ~ husF—R, 7 LT UTTRE,
i/TU/\75 B, TR R E R

72 L. MoOPTEEICTHME AR LZEREICIR 5

GEIAE)

TRAEME: BB IRIAE | @i%&r M - BUER OFITRIED
TRIEG. OB A - TR, RERES, MEREARRE.
k-2

i [%h6E - SHRICBET 2 ERALOEE]

1 AR OFERIL, B-F 7 % 2%, 7wﬁa#/m/f&07
3 AR D 5 B2RHELL BTt e R L Bk T
0. PUEENZ T T EIAER CE RVEE IO

LTAZE, ;

12, AANSRRE X U CREIEE 2R S 07e ), iR

VL OEEBESE S Th HIEA, F@%@Wm%ﬁ?
LMHEELRATAZ &,

(A% - AE]

G N PN i:?7#4ﬁj/£bfﬁﬁﬁ%w%g%w~
6043 7T C IR BRI B G-, DA% 12058 2 & 1250mg % 30~60
Gy CRIAEARN R S35,

5[%& REICEES 3ERLOERE] ;
P AAOFERICD TS T, TEBORR P <TD, K
D LICEETHI L,
(1) BYFEDTRIRIT 45750 & RS & B> B ST 2
DIEDOTTITH 2 &,
(2) AHIOL5HIRTES~14 H RIS HEEE S 578, e
fir, BEERE, BHEOERGELEE L, HOREHICAR |
DHEEIR 5 D ULEPEDZHE L, FROWBRELE R |
RAROBE OB EICEEDHZ L, '
(3) 28BM%EBL TG LB a ORMOEMER 0% |
: P ELREST ST AR,
(2. EERIFHREREE OB 5 BE T, YIE100mg % 5 LTz )
Vg, 120 B O S TH2Smel I SRS T Y
EEICES L, RS 5P RERE EEEBET
ok [ [EEERS) RO (EDEE OESE] .

___________________________________________________________

(ERLDEE]

1 BERS (ROBECEEBIRETHL)

) 7 FI9A 2 ) RGN LBEIEOREERED
B BE

Q) WEOFREREDHDBE [WHEORKERE R
BT, EHBIOERIE SN TS ([ -
RICBIET SR EOER) KO MBI X
BH) ]

B) ki [ [ElhE~0RT) OESE]

2. BEELGERNEIE
(1) HESMEIME R OB AR ARBR O 13 s R % 5
FHUCRRIT U 7o R, AR S REOE T RIT4.0%
(150/378831) | XTERFERECIE3.0% (110/3646f) &
RE GHTORERRE NPTz, £, A% - T
U ADPREE AV THEE L2 B EROZENIL0.6%
(95%(EHAIX[0.1-1.2%) THo7=3, AF LT LD
BRI & 2Tl ARG OEIEY 27 - X
274y NEEBEETHZ L,
(2) AAMEEICE LTk, BEUIZOFEICARFD Y A
JeRXRT 4y NETHICHAL T EETHZ L,
B) FFNCEDvavr, TFH7 4T —HEERORELE
EHERICTMCELHERROND T, ROWEE L5
&,
D FRNUERREZEICOW TSR EIT 2 L.
k. FAEMEZICL DT LA —EIL TR
THZ L,



2) BEICRL T 85 s v 7 BIOHT B0
BEOLNOEEEEZ LTI L,

3) BEBENOBREGHTHRET, BELEHORE
CR7zH, FonBlEE TS 2L B, 5
WHEARERECBETIZ L,

@) FROBEICL Y BMERERRT DD DHDO
T, ARG FITBEOREL HICBIE L, I8,
WG, 77 —EHORRERO LA FOERICERT
5Tk,

(5) Tl IRMAEHEECTREBRL, REPILCESI LD
DDz Liph, R TITREORE L+ B
THZ &,

(6) AST (GOT) . ALT (GPT) O _ER% £k fiFkEE, #
HERH LN ZERHHDT, FREIWS HILEH
PR E 21T, BEORELZ BT 5
&

(7) MEEOMBML, FREME ERHL2ET) OBRE
FAAREET D FREME S B D 0 ¢, AR, BELE
BECBIEL BRPICERBESEE LB
WO EZIT S Z L,

5) AEERBE GEERAD ) . AEERBAZORE
RBRNHBPND Z LB HDOT, BEEZ ST
VW, BESEDONZEEICHEBICEEERIEL,
WO R IEEITH 2 L,

6) HBERSIRIRMEGFERE (Stevens-JohnsonfEREE) (EEAR
BHE)  REHEIEERS L DN 2 LB ED
T, BIEREFSICITO, BB RRIR R bz
BEICEBRSEFRIEL, @ERMEZITOIZ L.

(2) ZnfttdEIER
WD &5 e BWER D3R8 DNIZBE TR, BEITIS U, B,
B A IO RIME 21T D 2 L.

3. HEEA
HERER (BHRISEET S L)
KR4 % ERAREEIR - HEH ik HrF - ERET
Bkt A A& OFFRHIC L OR-V | HFRHA
INT 7 oE NT7 U S-TNT T
U DAUCHZFNZERN
68%, 29% LH L7,
BEHT 25EIE, S o
b e R At o
I EEE R EE D€ =
VT EITHZ L,
R OREAEEE AA L ORI L 0D | AAIEIG R
BEEEO R WIS S | 2B (& KDk
LHBEENEH D, IR DB ESR
& BRI A i
THEEZLND,
4. BI{EA

RSB FHERPR RN I do\ T, Rtk 52251445, 1329
B (52.9%) ICEIWEA (BEMREEOBRFLEZET) 153
»HNz, TOERBWERXEL (26.4%) . IEH: (18.1%) .
THI (11.9%) Thot,

(1) EXLEIER

1) YavZ, 774 7% —BER EEFRHD )
vavs, TF7 4%~ BERRDLbNEZ &
Bd2HOT, BEETHICTO, ERE, LEEES
DREVEDSNBEIITREG L2 FIE L, #7250
BEITHZ L,

2) EERITREE GEETRHD) : fFrs. #E. AST
(GOT) - ALT (GPT) - Al-POFELW HZEER
IFEERDH SN A Z L BHEDT, BEE 451247
VW, BEARDLNEESICE, B E29IE L, @
TRIEEITH Z &,

3) MUMRBAE GEERED ) « &80/ MRS EN
bobhdZ B30T, BIEEZ I, BE
BEDONHEE I, BEEPIE L, HEER0E %
TH5Z &,

4) SHERER (02%) (HEERDHLEDNHZ LARHHDT,
BEL2 01T, BESIRD o BEIc3&s %
kL, WEERLEEITH Z L,

10%BLE | 1%~10% 1%4KH | EERED
K
1 i FA-R = FA=R =Dt
BRI R E PR L
£, EMEE [ (PT-INR) H80
S harRS
T AF L ER
(aPTT) JE&
FRHf - e B B LAE.
%= LS8
MR B . REbIE
HEWN
PETR & BARR Mo EER AR
PR 2 LS
FFlis ALT (GPT) L | BE REY S -
5. AST
(GOT) E&.
EVAE
P
kS B, 1B | M7
n FHE | 7P,
M. BT
R’ HETRR
B BUN #/10
BE BB, £5E BEEERS
& EEAL FESHEMLARE |
HESFEROL ISR
TESTERL S
TESFERL IS
TEFERLEARR
Z O BEREE

T ¢ 1A B R O 7 DB E R

5. B#E~DRS

—fRiICEERE CIEARBERESET L T 0T, BEORE
ZRE LR BHEEICRE T L,

6. 1R, ER. RABF~ORE

(1) FERSIERE L O D AT B S AT, Ta L
DEFMENEREE EES LIRS BB EIC O
535z L, [BERICBNT, BOERE, BRO
RERD (BILGBELZMED) | AFBRREOB R
HHENTND, £, BREFORBROEM (7 v
FCiF12meke/ B : BARIBEER O3 ABICHAYE, v
TiXdmgkg/ A : BRARIRE R O0SGFITHEY) BFED S
htnsg, ]

B, WA AR L G LIZGE, HFOER
ERITEBENVES S,

(2) BATOBNIREGT D Z L &S, LG TR
5955 AICHdF eI g5 2L, IR0
B2 A REMWITRHSI L TRy, BiER (5
B CHHFA~BITT D2 L8BOLN TN D, ]




7. IMNRE~DRE

(1) /WRE (8FLAT) 1oxtd 2 F2hME R OV 2t iTmEesr
ST,

(2) /MR (RICl PRI & A 8k 0/NR) 1o G L
BE. BFOERE - = AVERR RS, £i2, —
BHEOCEBERBEARAEEZRITIEND B,

8. BERE

FERERR IS AFIZ00me & 55 L72BE, B R OIRMOFEHR R
BTz, 728, BERGHROMNEEE LT, WS
AR, REIOMRER ML TR,

9. WALDIEE

(1) FABLE 134 TVICERBIRIRXIE5% T B o bR
ES3mLE A, #NICERESERBLEMT D
i LT2SmLA T 7 A 7 U v SomegR &) . HlE
BSOS TAnBENENSMLE, 208 H L
DG OEICIEL S A T AN SSmLE & 0 31 7L
DEFRI AN SR TAR L GEF100mL E L, R
TERNE S35, 270, ERAKEIEERES 25
WOTHEALZRNZ &,
VARG, BONCAHIRT 5 Z &, EMEBOIROE
FE~TNENETH D,
FRE  HIR LR OTF VA 7 U L OBEER
1SmgmLEBR N Z b, AREE, ERNERT
HTkb,

(2) #58F  AEERNESICORERTLHZ &,

() BLAZEAL : AANXROFF L IR AR ThH A7),
Rl—DHE T = — 712 LV FRFCEE Lanwz b,
T LRT U UB, TAKRT U LBY R Y — L)
CTENRA, FRAT T =)L

10.Z DD ERE

(1) MRS eI YYE B3 12 k5 5 B3 FH R RER (1642
F) BT, BERELE AT HEFD O bAKIES
BECO/817(1, Sk FRSERL5-E C2/825 (91 B fiL e/ BRUfiL e
Pera w7 AFE Lz, AR & BUILE O K B R IR
SELTWRW S, BEZRILEE T D BEIE OBEMEEIERE
WIRGUAE BB ~RA & B2 55 D BRI MO HTEHE & O ff
REEETDHZ L,

(2) BEPIRICBT A AR OZ MR OIS LT
WY, BENfiZ B E AR s LI BRREREB D 5 B A
TR ERBEE G 2 D REFNIC BT, AFIE SRR
B1347.9% (35/734) | RTFREEIE 5 CIX70.1% (47/67
F) ThY | FECREARFIE ST 1% (25/13141) |
SERREERE 5L T12.3% (15/122f5) Th -7z, BIMES
PES N TP ER BRI SR G 3BT HIE TR, AH
B 5 C50.0% (9/1801) | it FRFER 58 TlE7.7% (1/13
Bl Thot,

@) FAWL, 7 R TVA 7 U URPUEMEICHEESER L
TWAHZ D, T hIHA 7V v RTEDE TR
LTV HRIWER CLAvBEUE, BHEMEERS) %%
BT 5 aRetEn® 570, FARIOBRSICEL X, 2
NHEDOREGORBUCHEETHZ L,

@) 7 v MRU X022 BERESHERR T, FhEh30
mg/ke/ B (BRARIREE B O6.IFIHAY) KUN2mgke/ H

(FRFRIBREROT2FICHY) 512 L0 BRIEREE
NN IICHRE T A ARMER, MARMER, A fER & O
RO IRFRD BB, W OZEL HIREEIC &
Y [|ElE Lz,

(EMENE]

1. e

(1) ERA (BRAF—%) " 2
HANBERER NI 51T 5 R OB RN S %O F 7
FA 2V DIEMENE T A —F 2 RITTT,

AARANRREBENZT 79 A 7 Y v % 60 i) THEDRFHHRN &S
Lk X OEMBIIRNT 2 — 5 (FHEHEERZ)

RE5ERE Bk Cmax tin AUC g«

(mg) (ug/mL) () (ug*hr/mL)
25 8 0204 £ 00506 8§2+£38 0823 £0361
50 8 0400+ 00514 157+43 193 +0437
100 8 0931+0142 243+55 503£0798

T THRAR O 7 o BE 3 E BRI & 72 o 72T, 25 RUVS50
mg BETHRMAE LS. AUC HHEEE 2~ T

HAANEERAZF FYA 7 ) & 12 BlZ 12 30 a0 CRHE
REBRARE L L 2 ORYBIE T 2 —5 (FHEHERRZE)

51 8B (HEEE)

BE5E % Cmax AUC(.12)

(mg) (ug/mL) (ug-hr/mL)
25 8 047600988  0610+0 141
50 8 0964+ 0136 140+0159
100 8 227+0328 324+0373

%510 HH (RERGHERRER)

BEE ¥ Cmax tin AUC(12)

(mg) (ug/mL) (hr) (ug-hr/mlL)
25 8 0618+00788 5444160 1780173
50 8 1120127 607+234 32640937
100/50 V7 14240213 4924113 41740849

FE1 : 100 mg OFEHR G, 12 BFE) 2 & 12 50 mg 25

2. Hf (BEAICE T BHEHE) ¥

FHEYA 7 U EE (0.1~1.0 pg/mL) BT DHF7HA 2
U 2 Dinvitrol4EE AFE B RITHT1%~89% CThH - I=,
EREERE [ F A 7 U 2 100mg % B 5% 1205/ = L 1o
50mg %3043 3T CRIBEEARNEE S L, 5 REBIE OO ML i
FEJe USROS 2 JIE U7z, #%F o AUCH ML
AUC & el U ¢ il ci77.565 (0=30) . K0B bRk
B Ti132(5 (0=30) | FEASENIRH TIX0.74(% (n=10)
THo7,

E7z, MERETEOWBREICTF S A 7 U 2 100mg% HiH]
B L, SHETORYBELEE L, F5YA 7 U
AR (MARBRIR O 51 $2) o BAERR PR o
T35 ik, MHEETH38(E (n=6) . i CI33.7(% (n=5) |
KIGCIE23M% (n=6) . BAHIMRIK CIX0.58(% (n=5) . B CiX
035 (m=3) . PEBEIR CI20.055/% (n=11) TH-7z,

3 HKBE GFEANBITHHE) Y

FHEYA 7V AREEALRBES A, B MFI 78—
A, FEAT A AR OWRIEZ BN ZF 5 A 2 U ¥ Dinvitro
BB T ERSNRBIIE D b Th o1, e
FHYA 7 V) 2 a5 LIRSS T, R R OE S
(I & e EE AR MCASRIE I T A A 2 ) v Cho T
B, Iy a= R N-TEFARBIROTFTFAH A 7 U v D
TEw—LFELTE (OWTNLEREEDI0%LLT) |

4. Hit (SHEAIZE T BHEHE) ©

BC-F 7 YA 7 U 5% OEH K ORF OB REDENY
Rk, B HAEF259%, RFEBIB% TH T, FrAHA T
U v OFERPRRRRIL, REEKT YA 7 U Ot f



el Coh 0 | BIRIRRIZ V7 o B E R OSKREILE T
FHA 7 ) OB CH o7,

;5). FFEEEERHICE T AMARE GHEAICET HRHE)

e EBE - JER AT A 7 U v 2 EERS L

Pl U7z sRBRIC W T, BREAFRRREE B (Child-Pugh A)
106 CIIZRM BB I ZS L L 7R 7o, Lan L, R fTidie
a8 (Child-Pugh B) 106k, %1270 04
T UT T ARBWNET., 7 A 7 U OB 23%IE

(ERER &)

1. EER OB R U FER *

(1) WEMEVERRE - PSRRI U iE
TBHENEP RS - POSHEHARIMER T 2R & LIZHEAE 3
F — E B AR % OV 1 & 2 BERRGYAE B 2%t
G & LTSN 3 MRBRIC I W TR S TeB-T7 7 & B4,
TaFax ) uRe TR ERERRO D b 2 R ED
PUB ST 53 B 55 2 A DB R % O 27070
REIUTDLEEY THD,

FEL. EEMSIEREESRE (Child-Pugh C) SHITIEK, 779 EVERAIES A 2 R R
A7V DEEY VT T VABSUET, F5H A7 VD T6 HEE
D3 43%IE R L 72, SR /N % n/N %
Acinetobacter 7/9 778 6/9 66 7
N . lcoaceticus/ baumannii
FFRREREE AT 7' 1 7 U 1 100 mg % 60 53013 C HEL/HHHAR Citrobaster kosers 11 1000 n 1000
NERE LT & & ORMBIIE T A —5 (HYEEERZ) Enterobacter cloacae 2/2 1000 2/2 1000
w5 4l Cmax tin AUC(0) cL Escherichia coli 4/6 667 5/6 833
% (ug/mL) (h) (ug h/mL) (L/h) Klebsiella pneumoniae 3/4 750 3/4 750

e A 23 0981+0536 187+72 375+132 298+113
WEREATRSAERE 10 0865+0382 191+54 384+181 312+139
ERE
EEREATHSEE 10 0914+0551 230+£50 564+342 221493
[ B
EEASEERE 5 12140414 268+61 766+153 135+27
ERE
76). EMEEEEECH T HMbRE WEANICBIT HEIE)

HEEHREREEREC (7 LT F =2 s T T A<30mL
4y . SN O8FRIRNC 7 YA 7 U VA HBRS L
REIERBEEM, MEENRICTFFIA 7 ) % BEE
G U= KRR BB M, R OMERERR GBI D #2117 -

Tro WTNOBHEEEEERICBV LTSI 270 v
BRI R E R LT, MRS LY F4%
A7 VU EBREESN T,

BHEREERE T T4 7 U 2100 mg % 60 43D ) T HAE A #R IR
AL L L X OERYBIIE/ T A—% (FHE - ERFES)

(2) HEHEMERE N YL AE

MNP E B 2t & LS B 3 EER L
HERA B R OV 12 & B BRI Y R A5 & LSk

EIMHRBICBOTRIBEENEB-T 7% 5%, 7Adus)
v, TR EERRD S B, 2 REL BRI mitE
Dy HERE xS B AR O BEE K O E R RIS T o &

B ThD,

FRIARZh R B2
TBIEE HERE
SrBEE n/N % n/N %
Acinetobacter 3/3 1000 3/3 1000
calcoaceticus/ baumannii
Citrobacter freundii 11 1000 111 1000
Enterobacter cloacae 11 1000 111 1000
Escherichia coli 10/16 625 10/16 625
Klebsiella pneumoniae 7/8 875 7/8 875

il Cmax tin AUC g0 CL
R #%  (ug/ml) (h) (ug h/mL) (L/h)
fERER N 6 0604+0243 273+52 333+£0709 311£59
AR 6 0605+0166 268+70 476+181 234+76
fEEsE B
FHIEEERE 4 098240161 178+36 415+0458 2434238
# (FEATAD
FHIBREE 4 0940+£0342 318+192 393+102 269+78
T BN

7. BRHEREROLTEE GHEANCETHEE) ©

(R RS 2800 (n=15. 65~75%% ; n=13. E#>T5H) . &
OEREIER IS 1861 (18~505%) 1CF 7 A 7 U 2 % HEE
H LR, s L IEminE oEpBREREECch o7,

BEEIZTF S H A 7 U 2 100mg % 60 2y h i) T BEE AR S L
Tl & DEPBE T A —F (FHEIEERS)

B-F 7 ZLFH (BT F PV A MIC 232 ug/mL, A 223 L MIC 216

pg/ml, BT U 2/ F Ry F 2 MIC 2128 ug/mL XIET X b LA
F A MIC 232 pg/mL) | ZAFuF v sk (LR 7adthy v MIC
>8pg/mL) | TR EBEEFR (FT T2 MIC 28 pg/mL) @ 3

REOTEED 9 B, 2 R LIl & Uiz,

2. ERFEEE TOHRER OHRKHE

(1) WMEVERRE - PSRRI I iE
MR - BT IR IVE B 2 5 b L7iBsh RS
M EE R K O RS - L 2 EERYE S &%t
G b UTiESME3MERIRIC BT 2 0B O3 D AFI D EEIR

MR TOLEBY Th D,

SrHEE /N TR (%)
Escherichia coli 29/36 806
Klebsiella pneumoniae 12/14 857
Enterobacter cloacae 10/12 833
Acinetobacter baumannii = 14/17 824

Fifn ) Cmax tin AUC(g) CL
% (ug/ml) () (ug h/mL) (L)

18~50m% HM 9 0861+0154 223+153 422+203 2854118

ZM 8 103+0158 171484 511+131 206+48
65~75% FM 8 0900+0174 195+31 432+0689 238+43
ZME 7T 0993+0269 165+41 512+116 204+47
TSHE AR FME 8 102+0112 190+50 54740901 187+30
&M 5 109+0147 2124125 527+111 196+36

(2) TEHEVENE RN RYE
BRI NRIME RS 20 R & L ICiEA 3 BRI
BB K OB 1 2 2 AR GYE B &5t 5 & L7iipsh
BIRERIT BT D BRI 59 D AHN DERRZRIZLUT D
LBV TS,

SyHERE n/N TR (%)
Escherichia coli =¥ 284/336 845
Citrobacter freundii 12/16 750
Klebsiella pneumoniae iz 42/47 894
Klebsiella oxytoca 19/20 950
Enterobacter cloacae 15/17 882

1 AR 2 &



1£2 : ESBL EEA R Z &1

3. ERPEMEE TORMOMMEE COBRKS R

(1) MRS - SR YE
MM RS - S HCHARRE B E R & LT 3
A E BRI L OB 1 & 5 BRI YYE B & Xt
& LTSN 3 MR BRIC BV TR & 7= ESBL #4277
SRR, ZAIME: Acinetobacter baumannii Vx5 B AH| D
BREFEIILLTO B0 Thb,

REBZ L OETIZE - HBRER (%) RUELEOE

Pt 1] /N TR %)
Escherichia coli 4/5 800
Klebsiella pneumoniae 4/5 800
SANTE Acinetobacter baumannii 1113 846

FIIA TV xf FREERE FECFEOE
A, n/N % n/N % % (95% (ZEKRH)
cSSSI 12/334 14 6/813 07 07(-0519)
cIAI 421382 30 3171393 22 08(-04,21)
CAP 12/424 238 11422 26 02(23,27)
HAP 66/467 141 57/467 122 19(-26,64)
Non-VAP®  41/336 122 42345 122 00(51,52)
VAP 25/131 191 15122 123 68(29,162)
RP 11/128 86 2/43 47  39(91,116)
DFI 7/553 13 3/508 06 07(-08,22)
S 150/3788 40 110/3646 30 09(01,18)%**

(2) TEMEVMERE NI YYE
MM N GYE R At R & LTS e 3 R EHEBR L
HERER R ORI & 2 EERYYVER T xR & Lot
% 3 HRBR ISR TR &7z ESBL BEAE Y T ARatER ., £
At Acinetobacter baumannii 2kt 2 K DOEERZN R IT LA
ToLBYThHD,

SBEE /N TR (%)
Escherichia coli 713 538
Klebsiella preumoniae 6/7 857
LA Acinetobacter baumannii 4/4 100 0

4. ERHIERICHEZ T IERRIHE TORKRSR

(1) YEMENERRE - BB ARG IR
B RE - PR HLRIE B 255 & L2 Es3
M HEBERIERBRIC SO T OBESEICHE 2= Lz sy
BEE 12 D AR DB TO L) TH D,

CAZ IPM LVFX TOB PIPC/TAZ AZT
W e e W W W

n/N n/N n/N n/N n/N n/N
SyREER Bl RE  BE RE R BR
Escherichia coli 0/0 0/0 2/4 2/3 0/0 ND

ND : MIC 37 = F it

(2) BHEVENEIEPIREUYE
BN NRIE RS 2R & LIS 3 EERL
BRI B T OB SRt & L7 BEE IS D
FARNDEHEHRITIUT O LBY THB,

CAZ IPM LVFX TOB PIPC/TAZ AZT
W e wtE W e W

n/N n/N n/N n/N n/N n/N
el ] b=k SR =) SR <. SRS bich. SR =)
Escherichia coli 6/6 0/0 30/38  12/18 2/4 9/10
Citrobacter 2/2 0/0 0/0 172 0/0 2/2
freundii
Klebsiella 4/5 0/0 3/3 5/6 171 5/6
prneumoniae
Enterobacter 3/5 0/0 0/0 1/1 2/3 2/3
cloacae
Acinetobacter 4/4 0/0 2/2 3/3 5/5 77
calcoaceticus/
baumannii

CAZ: E7HPVL IPM: A IR A, LVFX: LR7 ¥4
TOB: b 77~ A ¥ PIPC/TAZ: ¥SF L U W/ Z Sy B N AZT:
T A b LT L

5 BAREERICHITRETER

WA CHRME SNV B3R R OB RIR AR D 511 3 HLlesx R
ABRICRIT DT RITLTO LB ThHD,

CAP = Community-acquired pneurnonia 717 fifi%¢ ; ¢IAl = Complicated intra-abdominal
infections #2414 5 A% N BUE , ¢SSSI = Complicated skin and skin structure infections
R R B - B EET AR AR AE , HAP =Hospital-acquired pneumonia 7P i 4% ;
VAP = Ventilator-associated pneumnonia A T.IE% 238838 fifi 4¢; RP= Resistant pathogen
TFEBE I X D BERAE (MRSA & U VRE BERAE 4 %5 & L72) | DFI= Diabetic foot
infections $& FRIP 1 B I LLAE

* FTYA 7Y CBERUNBEBTOIRCROE

a BERBER DY T I —F

13 M BRBOMRICONT, AF - THY VADFEEZHOTHE Lz
SEDFETEDET06% (95% FHEERE 01-12%) Thor

(EhZEE]

1. VemtRE 2

FHEIA 7V 0E, R AT VO E 7Y AT IR
RICBBRESER VYA 27 ) R RAERE TH 5, AH|
U ARY —AEIC L D HIHEIERZ RBET 528, £ OENE
MTHDHIRY —230SH T 2=y F~DOFEEEENT F 7
YA 7Y RPVEME L3R B0, VR Y — ARESOK
FHEHAR L T e W oleT NI YA 2 U Uit £ iR
%, BT, AFNOFEE, BT OER, EEIRRE- 7
7% <—¥ (ESBL) . =7 174 FHEHHAR 7, DNAV ¢
A L—ADERE T N TVA 7 U UTELA Ot o
LTI,

2 HEERT W
(1) KEE. L7V I5B, oo FusrsZ—E. ~k
TRy HE—, TR IR E =B EDT T Ak
Bkt U CREER 277 Gnvitro) .
(2) ZHlmHET > % b3 7 ¥ — ESBLEEAKRIGHE. AmpC
BB-7 o & - —EEAEMEALE 2 L O 2RI ST A
P okt L CHEER 27~ (nvitro) .

(AR (Y HEFERMR]

—fh FTFA 7
b4
(48,4a8,5aR,12a8)-4,7-bis(dimethylamino)-9-[[[(1,1-dimethylethy )amino]
acetyl]amino]-3,10,12,12a-tetrahydroxy-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahydrotetracene-2-carboxamide

5317 1 CooHieNsOg

43T 585.65

g

PR 72DNTEWEOHR TH D, AaITKITHETOT U,



(T4%]
B A F N RREEHEASOmg : 1234 71

(EZHR]

D
2)
3)
4
)]
6)
7
8)
9)

HNER}
HNER
HNER}
HNER}
HNER
HNER}
HNER
HNER}
HNER
7o BRRAER

HAR NBERRAR A 256 50 & L 72 BB -5k
AN A 2R & L 7o SRR 5 R
gl

()

JR R R OVEE (TR o oD e 2
[FrBsRERE S BH BT 5 RN

BB ERE OB D pEhE

FAN BT 5B E

TR P2 - PUBEGTHIRIYE 2 55 & L

10) #HNEEL : BHEIEIENRYYE 265 & L7z BRPRAER

11) HHEE : F3ERABROFET —¥

12) Olson, M. W, et al. : Antimicrob. Agents Chemother. 50(6):
2156 (2006)

13) Halstead, D.C,, et al. : J. Infect. 55:9 (2007)

14) Biedenbach, D.J., et al. : Diagnostic Microbiology and
Infectious Disease. 40:173(2001)

(C#kEER k]

(B (ISR OENERHC & £ LT TRl Z55R
TE&EW,
77 AP —HAEH BREREL Y —
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FAX 03-3379-3053
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Tigecycline

1.8.2 Z06E - 0%, Ak - HEOBERIL

2. BEE - DR, ML - HEORERA
2.1. ZhEE - R (R) RUZORERL
BEE - MRFLLTOEBVRE L,

(3 Jts 7 )

AKANCBEMEORIBE, I Z2—g/, Z71L7vxIF, —or7anrZ2—g, TVxhb
NI H =

7L, omEEICHMYEZ R L EZEKRICES

(38 JLSE)

RAEME B R e, 1B MR E, AME - BUE R OV FINAIE O R, ObA - BHEO KR
R, MEIEZR, MEEENIRE, THER

R ERHL

HNE TN U 7o EHEME R ST - RS AR AR RS E  (cSSSD e OB HEME IR IZE NS TE  (cTATD
xfg & L5 3 MHRABR (300-US/CA, 305-WW, 301-WW, 306-WW REr) T, F459% 47
U 3t B (cSSSI: N aw A v+ T XA b LA FT A, cIAL A I R_RE LT AEZF L)
Wkt LIELHERBIES N 254113 L2541 23HBR) . £/, b 0RBRE D
AhE T HEME S A7 MM E (resistant pathogen: RP) 2 xf4 & L 7258 3 #HFER (307-WW, 309-WW

RER) ICBWT, RPICHTHIABOFEHMENRO T (254116 TR TN2541261HES
) .

PMEICBW T, cSSSI&U“cIAI@EPT“Mm@#“-EQ:)J%ﬂﬁ;ﬁﬁfé%f;b\RPc X Bk
YLTEIC ST D ER FOMBEMERE WD, ThH A2 KBS WISE & Lz, T4 94
7 U OEISER O KR B A Table 1 L/TLKO

HREER, FFIC RPARBCHOBHEEN &L, MoMEEICHTAMMUENRRO bNEEIT, K
e, Yhranrzid—@, JLI7 VIR, mro7uans A —RBEKRT R M Z—ET
HY, PEHTEIHLILOD, ZNOLOMMEREICKE L ZHREICISWTTF S A 7Y %

FEHTHoT2 (Table2) , TNOHLOEMEAEEIGEMEE L THE LT,
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Tigecycline

1.8.2 Z06E - 0%, Ak - HEOBERIL

Tablel. F5 YA 27V OFEGAER O KRR

FRYE BRI T IOIE n/N B %)
B2 18 YR IE TEMEE RS » B2 R R e 365/422 86.5
TEIENVE F7 8 L YLE 227/263 86.3
R s Rl 97 101/116 87.1
OH A - RIB O PRI 24/30 80.0
MG« BME K ORI AN D IR 9/9 100.0
Z DAt 4/4 100.0
HE e N R i EHENE REIE PN R iE 441/512 86.1
[ e N s 295/346 85.3
R Ss 77/94 81.9
fEgE S 67/69 97.1
Z DAt 2/3 66.7
Table2. FHFEHIFHBICMHEZRTHERDBER COBRKIE
CAZ IPM LVFX TOB PIP(Zj/ TA AZT
[ MR MR MR Tt [
n/N n/N n/N n/N /N n/N
SRR JBYE EL L L L L EE
NIl hd 0/0 0/0 2/4 2/3 0/0 ND
Escherichia coli HEERN 6/6 0/0 30/38 12/18 2/4 9/10
vhansrx—g
Citrobacter freundii IEZEA 2/2 0/0 0/0 1/2 0/0 2/2
T LTV IE
Klebsiella pneumoniae  JEER 4/5 0/0 3/3 5/6 /1 5/6
TUTFRNTR—E
Enterobacter cloacae  JEEN 3/5 0/0 0/0 1/1 2/3 2/3
TR RN E—E
Acinetobacter
calcoaceticus HEERN 4/4 0/0 2/2 3/3 5/5 7/7
baumannii
ND : MIC @ | 7E F % fi
PFIZER CONFIDENTIAL
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Tigecycline

1.8.2 Z06E - 0%, Ak - HEOBERIL

22. ik - AR (B) R OBRERIL

Mk - HEBEFUTOLBYRE L,

B, A, YA 7 U L L CHIEAE 100mg % 30~60 23 T T A s RN % 5,
LUIt% 12 BEf 2 & 1T 50mg A 30~60 4322 TAETEB#ARN R 59 5,

RIERHL

ANE T HEM L7z ¢SSSI x5 & U7 2 fHslER (200-US 3RBR) 12\ T, F7 04 27 U %
A &8 (WA 50 mg 5%, 25 mg % 12 B[] & LSRN S) &b L ¢, @A &R (1)
[ 100 mg &% 5-1%, 50 mg & 12 Kefl] & L ISRV S) TEmWaaMEZ =L, HEKIGHE
MR LT, B3 MR THRAHEL 100mg & L, FO%IE 12 FEH T 22 50 mg %
H30~60 73T CEIRNE G325 AE - HEZH O TER S, BRKTIERAE - HED
AT,

<ifgft T OAGEME - HE>

KE . TARFKOHELERE - A&EIE, #MEIHELS 100mg & L, FO%IT 12T L1 50mg
ThH D, AFNT 12 B 22128 30~60 & ) TEIRNIEET 5, |

BN 0 TR AC R4 2 eSS 80, W A& 100 mg, ZOH%I% 12 Bl 222 50 mg %, 5~
14 B G35, & GHEE, BEOHEEE, A7, BFOERIIGC TRET LI &,
AANE 30~60 23 THRBEFHIRNE ST 5, |

HAANBEZBWTHEANA TOMARORHE - HEBLEFR L3252 & 224 &k LRI
, AN TCORE - HERTEORELZE O FIZR LT,

B COME - ARIREORR
1. invitro SR K VR GLEE 7 VB8 2 F T invivo SRBRT, KA GIMEE R LT,

2. WEANCTOE 1 AHEER 5B (100-EU 3RBk) T, EREEAEZXSRE L HEERGEREOR
KAREZ, ZEEFETI00mg XOEZET200mg THHZ L AR L,

3. WATOE I MAERS AR (101-US 38R) T, EHBE TD 25 mg X T 50 mg KE
B HERORZEMELOBRENBEE THI L 2R LT,

4. WERBEHEEER (117-US X OV 113-US &r) T, 7427 U o OMBBITHIZERLG T,
EHHEIR THIEENE DL ERBTCEN T FY A 7V o DRERELND EEZD
N,

5. ¢SSSI A xf% & Li- AEEER (200-US RABR) T, 2 ik HE, T15025mg#E)] KO
[100/50 mg #f | TOHMER LM 2 Bma Uiz, AL, HEERENICE < 25

PFIZER CONFIDENTIAL
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Tigecycline

1.8.2 Z06E - 0%, Ak - HEOBERIL

10.

WAL, BEEROREIIL, 100/50 mg B THEBELERFmN LR, “afE7n7y
AVEHEHH TREREZRON RPN -7,

cIAl Zxf & & L7256 2 MHERIRRER (202-US &BR) T, 100/50 mg &5 L 72RO A &M &
OEEMEE R LR, AAE - A& TSSSI EHEE LA NHR SN, B2k
KOBRMEZRGTH -7,

F2MEBARBEOFEM—MPREF — X2 LI, A2 —3 3 VPKET L EHEEL,
EWERICE 2 28R+ REE) 2R L, Zominrb, 7772 (CL)
OHLIEBITRE, CLler LUMERIE B 2 bz, FOEE T/ <, 100/50 mg O 5%
ZUThDHEBZ LN,

200-US KT8 202-US OFERN G, 5 3MERRBROANEO IR TR 25 Ak -
A& L LT100/50 mg &N L 7=,

55 3 FHARGERURNER T, cSSSI (300-US/CA K Tr305-WW #E#k) KO8 clAL (301-WW KT
306-WW aBR) (23 2 F ML ERIRBITE I T 80~90% T, x5 DY EH £ 72 -
THRKOFENMEN T ENTZ, £, FRIBICHTHF 5704 7Y o OIELEHERBRIES
Nz, B, ZRMICHERINICERZBEZ W & 2R L.

% 3 FHD cIAI KO8 ¢SSSI B BR D #E £ %4 PK/PD fi##T L, BRETE— UG RR A RIS
Lz, RYAT 4 v ZEYURET MICEIT DRI O THIE 1L AUCea/MIC &35 %
B, 100/50 mg 5D AUC,/MIC LD FRAEE & Tl o -8, HRESKLT 5
LK 80~90% T dH - 7=,

2%, 100/50 mg @ F 1%, cIAI & TF ¢SSSI (2% L THEIC FDA L W AEAIWAE L TWW5H, F
o, SN ETICEM LR T, T 7 A 7 U & 5HTHK 3400 Bl 7 — X 3MUE S i,
SO HETOENMER VR AR L T D, FIZ, BAOHBREDOBEHRTYH, =
DR - AEICHEERS S Z LT EI N TV,

WO COME - HIRREORBEZEEL, BPAANBELARELESES, WBHAEFR—DH

i%

cHEEEFHWAZ 2B LY LB A2 IR L,

HATOME - ARZEI LR —IZ LRI

1.

HARANDORFBEWHSRE 255 L BERGHBR (107-JA KBR) T, 200 mg £ TOARM
ERER LTz, Fle, MERTF YA 7V REOHER A, AR L0 A 555
(100-EU #BR) LB LFEKTHD Z & AR LT,

E N DR BR#F A 3t 5 & Uz BEHE 5308k (106-CN 3XBk) T, 150 mg £ TOAFM
AR LIz, o, METF 5L 7Y VREOHER A, ARBLEST -7 LR L
FEECTH DL & 2R LT,

PFIZER CONFIDENTIAL
4



Tigecycline

1.8.2 Z06E - 0%, Ak - HEOBERIL

3. BARADOREWBRE 2S5 E LEERGRAR (118-JA REBR) T, 100/50mg 5 FTO
PREMAHR LT, £, KPYERE AT A — 4 2 RKEE A OKE®R A (101-US
%ﬁﬁ) ktt$)(bmﬁ%f§)é_k%ﬁ%mu L/f\—o

4. ICHES ORI T, F5Y% A7 VU 0 ORSZHITIRBENEEEZZITIZ W EHET L=,

5. ERE, 1~4 &0, 571470 0FEYEREL, REKICLD2EWVVZTALNT, HAA,
FEALDCRKEATE WIS WE EZ 2T,

6. cSSSI MOV CIAIRER T, F 7Y A 7 U 2G5 LIEBICE LN RPENRE AT X — T
R E 2 X R THONTEYERENRT A —Z LEETH - -,

7. cSSSI KU CIAl BF Z R E LEFEIMMIERBRO 4RH R T, 7OVT7TARTT V7 A
DAY T TN —TFTClhig Lz 2 A, BOMEOTEZRMICRELEWVRTALN -
7=,

8. WARDBEKZH WEmE T, REREICR T2 MICEIZECKALE HAANTEORRWNT &
PR X7z,

9. cSSSI XN cIALVE, B EO THEEEKFMO T A FT74 0 (BEARERZRFREFEE
EHAEE, EREE 743 5) | 2R, BEIEER (cIAI T, MK, BEENEE
F OVEZE %%, cSSSI CIIIRMEM: 2 fE YL, 1BMIBIE, 7D NIIME - BUE K VT Al 4%
D IR | ‘5‘70/1/“—7%79?75’1T071k A, BTOmISTEIXT LA R
ni,

10. A DR TT T AR 200007 —ZE2INEL, 7TVT ANTHE - HEOFEN
MELEZZONDFTRIIELR T RW (B, 74270 0%, BELVCEEZED
TVUT O#EETEICELER AR EGETWD A, Ak AR QA OHERREE - A
EPOLEEL TV

WML - HEOK W

PlEoz e, HRACBWTY, MAOHLEHE - HEHP L ORBEOLEM TR, H
— W BEARHEHRTAZ LTS THD L LT,
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Tigecycline
1.8.3 fHH EOIFEEROFREIRHIL

3. MFRHEDERE] (B) RUOZFDORERIL

MERAEDER] ()

R ERHL

[t
A O B G>§ci%,r(J;\ i_&> Qf
B, THE - HE
KEDBT L,

VR BIE T DA BT

W BET A EoEE] OHE Tf}ism@?) i 1A

AFNOMHER FE S Z TH
THORE L

Mo ROBFEIIFIHRE LAV ) ]
BHFID R R LIRBUED B RO & 5 B FE

AFND CCDS I Ho&
RELTE

[hhE - SV RIC B 2 Lo E]

L AHIOERIL, B-F 7 Z L%, IAFnx ) nrREOT I BEHARD
95 2 AL B Z R LB TH D . FLETEMEZ T MmAIMEA T

ERVERICORMEMNT L5 Z &,

2.5 BERIZ BT D HEFERT
fﬁ42123&1ﬁ42223
WHOXFRE L

20 ARENFARE I U CHUETEME A R SRV, IR & 0 BEAR YL

BTl HE, FURIBE R & AT D IR L DTS 2 &

25%ﬁgﬁﬁéwﬁﬁ
flf 6.2.10 THIZ FESERE
L7

[HE - AEICBEET DM EoEE]
L AFIOFEANC BTz TE, TR OFEHZR <
NP

(1) I DIRIRIZ 400 70 ek & REER 2 R D IERT U3 OFFE DO T T1T

5Tk,
(2) AANOEGHFIT 5~14 HRENHER SN D25, BUEBAL, BERER,

BEDIERE 2 B8 U, O REFICAH DMk G- 03 LB DG & 18

L. WHOBRE LV E 2 REINEOHIMORGIZE DD T &,

(3) 28 HM A A TS L=

TUNRUY,
2. EEETHERE

BEARIER F IR EIES BT 5 2 &,
ZH ]

W, WO LIZEETDH

e DAAN DA R Oz VRIS S h

EDHHHRETIL, HIE 100mg 25 L=, 12 Rk
ﬁ%@&%fizmg WCEREEAZEOT R SEERICKRE L, BRI FIT
[ MEEREE] RO T3y O3

SVRL S E#E 1 A 19 AfTER

THES FICHIEFTREL
7=

272% HIHER 3.7.6
WHOXFRE L

[ A ForE]
L EEERS ROBEIIFERIZRGTHZ L)
D) 7 NI A 7 ) RBUEE I LIRBUEOBER D H 5 BE

(D) mEOIHEREREDH D EE MK OATHKEE
@Eﬁ@%téhfb\
WEhRE] DIHZH) ]

G) wlihE [ [EihE -~ OESE]

EREEIZBWT, R0
( THIE - HEIZ %%#5@%L@&ﬁjﬁwfﬁ

AFND CCDS I Ho&
RELTE

AFND CCDS I Ho&
RELTE

— A i T
EAMET LTS h
BRGELI
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Tigecycline
1.8.3 M EDOEF RO RERAL

2.
(D

2

€)

)

)

(©)

@

IR N SPEty -

WAL ES 3 MR OVER 4 FREEERFRBR O 13 Hrisest FRARBR 2 S5+ LTt Lz
B AABEREOEERIL 4.0% (150/3788 ) | b FREETIE 3.0%

(110/3646 ) & ARFIEGERETORT RN E DT, Fho, AX - TFH
SADFEEANTHE LT ROEIT 0.6% (95%EHEX [ 0.1-1.2%)
T oo, AFNE L & OBEMEIIA S TIERY, ARG ORTY
AT s XA T 4y NEBETLHTI &,

AR L TE, B IEOFBEICAKI O AT « 27 v M
FATRA L TR ETH I L,

AHENC LDy avr, TH 74 7% —ERORELZHEIITMTE D
FERRNOT, ROBEEEDHZ L,
DERNIBEREEZIC W T2
A7 LAF—BINTERTHZ L,
DBHIZE LTI, £y a v 7SS TA2REBLED L b E LT
B &,

NBEGBIED DR G T E T, BEEZREHORBICRE, +o7eiiss
BATH 2 &, FRC, BEBRERITERECBZETLZ &,

AFN DB HIZ LD BMFEREZRBAT 2 Z 08D HD T, ARG ITEE
DOIRFEZE B L, B, R, 73 7 —PEROKEREO FHSOE
RicFEETHZ &,

1528, ok, PUEMEEICL

Bl EESEHETREAL, REPILICEL 2L b5 2 Lnb, KA

FHTRBE ORBE T ICBIET 5 Z L,

AST (GOT) . ALT (GPT) ®_LHZMES ATFREE, HEXH LD Z L
N % DT, AENEGHILEHIICITHREMmE 21T, B OWREL 5
BT LS L,

PLEROM AL, FHREZEE (BE2ETy) ORBIEEHE AT 5 gk
DD DOT, IRIFEPIL, BEAZEEIRCEBE L, IBFEP I CEEREN B
U Eicid, EUAR0MERITH Z &,

2.7.4 EER A ZZ M O
FE2122HICESER
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BE UTF DFERIAF
DUAT ERFT 4w B
AT OIMNERD D Z
EDPOLRERELELE
PIE RGBT 57
T4 TR
A4 FF4 2 (2004 ££
) ICEDSEFRELRE

2.7.4 EER A ZZ M O
T 6.12.6 XU 6.24 HIZ
HOEFHRELE

2.7.4 ERARNY 22 2t DO
6125 HIIHDSER
TEL
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#6121 KTN6.2.1IHIC
HOEXFTELE

AFND CCDS I Ho&
RELTE

PFIZER CONFIDENTIAL
2




Tigecycline

1.83 FH EOEBERDOFR TR
3. FEAEA
BEREE (BFRICEETZ Z L)
TS B R [r BRET PR
P m Al A#HIE ORI LY R- | #EFRH Sx T L -
UL YLE | U7 ), S-S -
7 U 2D AUC INEEF
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R AEAE, 7
SIS /H%%F'ﬁX
ths D 1fn 1R Y [ R AR A AL
DE=X YT 575
ZE,
FE 11 AT 3R AFNEOPFRICE DR | ABNIENMEEE
1 3BEE S 0D 2 B - Jekis FAL S, BB
SEBRBENDD D, HOBERIZL 5
BRI % i35 &
ZZo5,
4. RIVEH
WA D 3 HEERRBRICIWN T, MRz 5 2514 FlH, 1329 # 2.7.4 ERARNY 22 2t DO

(52.9%) \“EIWEH (BaRfaaEo RaEi8iixET) Nk bils,
FREIERIIZEL (264%) . WEHE (18.1%) .

D
TH (11.9%) THhH -7,

FE2113HICESER
ELE

(1) =
1y

2)

3)

4

)

6)

HARREIVEA

vav s, THF7 47X —ER BERHEY) vavry, TFhT 4
TR U—IEERB D LD tﬁ%é@f BIEA T 012ATV, 2R
%, MBS ORE DR SN EEITES 2k U, @R E %
117952 &,

EERIEE BEERHEY ) - [FR4, &E, AST (GOT) - ALT
@m)-M$®%LwLE“E%@H&£ﬁ%%bhé ERBHBHOD
T, BIEZ 570, BEPFEOONHEAICE, 52 PIEL., @)
IRAVEEATO Z &

i/ (BB AR BT ) i%éﬁﬁud\*ﬁiﬁ?/}fﬁ?&;%bhé LD

AHOT, BEE ST, BEXNRED NS EICE. AP IEL,
W E A T H L
ﬁ% (0.2%) : S ﬁ%%bhé EBHDHDOT, BEE+IAT
L BEEMROONEEEIITRE AL, EUREEITO L,
%ﬁﬁk%%(ﬁﬁﬁ%m):%ﬁik%ﬁ%@i%@ﬁ ﬁ&%bhé
ZERBLDOT, BIEAZTSIZITY., BENROLNZEAICITELICE
AL, #EUIRALEETITHY Z &

FeFEREEIRIEREE  (Stevens-Johnson JEfFEE)
JEMEREN & %?Oé’bé EMBHBHDOT, BlEL
EERIN = oy aWiak-1

(BEEAREI™ )+ B RhRsiR
ATV, BRI AR E (o
B AT L, EORREAITO Z L

2.7.4 EERAZZ 2= O
T 6.2.6 HIZHESEERT
L7

2.7.4 EER A ZZ M O
B 6.1.2.1 XT6.2.1 THIZ
HOEXFTELE

2.7.4 EERAZ2MEDFE
i 6.1.2.4 KUY 6.2.2 TAHIZ
HOEXFTELE

2.7.4 EER 222 O
B 6.1.2.6 X1 6.2.4 IH|Z
HOEXFTELE

2.7.4 EER A ZZ M O
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HOEXFTELE
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Tigecycline
1.8.3 A LoEEZEOR TR

2

F DA o EIVEA
WD L5 REWERNRED bNEEAICE, VEISSL., HE., B5Fhik%
DMWY 2B Z4TH 2 &

2.7.4 EER A ZZ M O
FE2113HICESER
ELE

10%L4 E 1%~ 10%A | 1%A315 AR A H T
Mk s N s I Sl o B NR = P oy
VIR R | o IR E R AR
TEMALE > b | HEE (PT-
v LR T A | INR) #E0
T FRER
(aPTT) JER
Rt - % R [ E
HIEE (B I
FE AR P, FENME
= HFEW
TG Rae FrliRde e tEF RS
I 2 fiti ¢
Jhik ALT (GPT) |#HJA BB 5 - ¥
k5. AST
(GOT) E
H.oviare
> MAE
Wbz |G, M, [ miEH T 2T
T — B, g
. BBER
=, HERE
gk BUN #4101
B BB, O T S UG
B 5T BSOS
FE, FEHAL
PR, TSR
PR,
TRALVEEE, 1
A ER RIS
F DAt TR
AN ERHE DT D EARH
EE ~ D5

— I E TITAEHEENMET LTV D T, BEDORBLBIE L)
DIEEICKREGTH I L,

2.7.2 BEIREEEH R 3.7.1
TH R ORI S
AFHEENMET LTS
ZEDLRERELE

(D

I, P, BRILEE~0ORE

ITAR ATAEIR LTV B ATREME D & 2 I A2 1, ﬁ%h@ﬁﬁiwﬁ&ﬁ%
EED B ENAGEEICORBETHZ L, [EERIZBNT,
%@\%ﬁ®%ﬁﬁ9(%ME@%&i>\éf%ﬁﬁ®ﬂ9wmb%m
TW5d, Fo, BREFORBEFEOEI (T > FTIE 12 mgkg/ A : BHK
REEO 34 Z2FY, v X Tk 4mgkg/ H : BEEBREED 0.8 5124
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Tigecycline
1.8.3 M EDOEF RO RERAL

2

L) BROLNTND, ]

B, WATRRBICAR 2 &L LIc G, iFoRazEZIB8thinb
50
BRALPO/RANITHREGT L Z Lok, Ra BTG T 5561213
ZPlEsEsZ s, RILPORGICEAT 2L EMEIMIL TWHARV, B
WERR (72 b)) THHTF~BTTLZEBROLNTNS, ]

2.6.4 FEIRERER O
T ASHIZASERE
L7

(D
2

NREA~DBRE

ANFREE (18 LA T) 1Tk 3 2 A 2hME e OV MR VTR,
AR (RRIZR RN 8 2 8 IR D /NR) 1S LG, HF 0%
B oS ANVERR AR, £, OB REREERITIEND
Ry

AFND CCDS I Ho&
RELTE

e S

TR AN AA 300mg & G- U72BR, LG K MR OFEBLRB N L7z,
7B, BERGRFOMEFIEE LT, MEENTITE TR <. REIOF
FAID A BT,

AFND CCDS I Ho&
RELTE

(D

2
€)

WA EOEE

FRELE - 1 N TOVICABEIIR UL 5% 7 R O BEEFHR 5.3mL %00 %,
FEC R S N DT 5 (B U7 SmL Pl 7 a7 U v
50mg Z&te) , FIEHRGOBITIE 2 A T A B FIFR 5mL 4, 2 [\
BUBEDOE G OBIZIL 1 SA TG SmL & & 0 | A T ILORRICH
W ERR TR U CHER 100mL & U, SEERIRNR S5, 72720,
TS AKITSR L 25RO THERA LRV &,

VIR L, BRI HIRT 5 2 &, BB OB D EITEA~TENTENET
H5,

FREF - IR U TR OF 7 A 7 U o OPRED 1.5mg/mL Z#8 2 7202
Lo MREIT, EONERT S &,

B G RE - S IRNE S ORERTH 2 L,

AL« AANTR OIEA] LI AR THH T2, [H— DMK T = —7
RV RIFFZRE LN &,

TARTFV B, TLARTFI B URY—L8HF DTV A F A
75—k

23 P RIFI 2 HIZE S X
RELTE

10.
(0

2

€)

F DM OIEE

TEMEME RE e PNURYSIE BB 169 5 58 3 MR RER (1642 1)) 128V T, 15
BERILEET HIEF D 5 HAKIERGEET 6/817 B, xf I H/E T 2/825

L B L E /B HLE P S 3 7 IS 38R U7z, A & BULE o [ SR BER I I e ST
LTWRWDS, B8 3R LA B 2 BIE OB MM IE N BYIE B ~AH %
BETABITMOMERE Ot 2 BET 5 Z &,

BEN AT 31 DK DM R O ITHESL LTV, BRI R
Faxtg Ll UBERRERO 5 B A TR ZSETE ik OEFZ BT, AFK
BEBHEOIRRFIT 47.9% (35/73 1) | *HRIEHRGHETIL 70.1% (47/67

Fl) ThHU., HERIIAFFEGEET19.1% (25/131 ) . xHREBZERET
12.3% (15/122 f5) Th -1z, WINIEEFE > N TRER 2R E M ESI 23
T AHEEFEL, ARG T50.0% (918 ) | RRERGHTIE 7.7%
(V13 %) ThHoiz,

AHNE. 7RI A 7V RBUEWEICEENEE LA I EnD, T
A7) R AEWE CRO BN TV AENWER CERRBUE. A
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Tigecycline
1.8.3 M EDOEF RO RERAL

) ZRBETAHRRENRD LT, KAAOESIZELTIE, Zhbo
EHEDRERBIIEET DI &,

@ 7 MEOS X0 2 BMEGEERR T, #NEN30mgke/H (BERE | 2.6.6 FEFREROBEE ST
FEED 6.9 FIZMHY) KU 12 mgkg/H (FRKRBEEED 72 f5I2MY) &5 | 3TRICESERE L
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Tigecycline

1.9 —BRA IR B E

1.9 —RMARIZHR D E

(1) JAN
SR 17446 A 23 BAHITHEEEERE 0623001 2LV, UTFo L dc@mEi-,

Bk 16-3-B6
JAN : (RA%) Fr59A4270
(% 4 )  Tigecycline

24 0 (HER4) (4S4aS.5aR,12a8)-4,7-BA(T AF 7T 2 7)-9-[[[ (1,1-3 A F /LT )T 2
7' FA7 I /]1-3,10,12.12a-7 b T & FaF$-111-V A% Y
-1,4,4a,5,5a,6,11,12a-4 7 ¥ & Fu7F FhJk& L 2- A KRFH I K

(FE &) (45,4aS8,5aR,12a5)-4,7-bis(dimethylamino)-
9-[1[ (1,1-dimethylethyl)amino]acetyl]amino]-3,10,12,12a-tetrahydroxy-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotetracene-2-carboxamide

(2) INN
PLUF @ W% T WHO Drug Information Vol.16, No.3, 2002 (ZJU#H ST\ 5,

tigecycline

(45,4aS8,5aR,12a5)-4,7-bis(dimethylamino)-
9-[[1(1,1-dimethylethyl)amino]acetyl]amino]-3,10,12,12a-tetrahydroxy-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotetracene-2-carboxamide
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REES - 16-3-B5
JAN (BEL) 2¥53740.
JAN (3EA) : Tadalafil

HFER . 16-3-B6
JAN (B&4%L) F5VHA4270»
JAN (¥4) : Tigecychine

HzC  CHs
H.C N
3 H

BeRER © 16-3-B7 :
JAN (B&4) 77 V77 ERE
J AN (34) : Naratriptan Hydrochloride
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WHO Drug Information, Vol. 16, No. 3, 2002 Recommended INN: List 48

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 48

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances[Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1869, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion ofa name in the lists of Recommended International Nonproprietary Names doesnot
imply any recommendation ofthe use ofthe substance in medicine or pharmacy.

Lists of Proposed (1-85) and Recommended (1-45) International Nonproprietary Names can be found in Cumulative
List No. 10, 2002 (available in CD-ROMonly).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES
(DCI Rec): Liste 48

llestnotifié que, conformémentauxdispositions du paragraphe 7 de la Procédure a suivre envue du choix de Dénominations
communesinternationalesrecommandées pourles Substancespharmaceutiques[Actesoff. Org. mond. Santé, 1955, 60,
3(résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sontchoisises pari' Organisation
mondiale de la Santé entantque dénominations communesinternationales recommandées. L'inclusion d'une dénomination
dans les listes de DCI recommandées n'implique aucune recommandation en vue de l'utilisation de la substance
correspondante en médecine ouen pharmacie.

Ontrouvera d'autreslistes de Dénominations communesinternationales proposées (1-85) etrecommandées (1-45)
dans la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 48

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccidon de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucion
EB156.R7), 1968, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominacionesque a
continuacion se expresan han sido seleccionadascomo Denominaciones Comunes Internacionales Recomendadas. La
inclusionde una denominaciénenlaslistas de las Denominaciones Comunes Recomendadasno supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o enfarmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-85) y Recomendadas (1-45) se encuentran
reunidas en Cumulative List No. 10, 2002 (disponible s6lo en CD-ROM).
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tecastemizolum

tecastemizole 1-(4-fluorobenzyl)-N-(piperidin-4-yl)-1 H-benzimidazol-2-amine

técastémizole 1-(4-fluorobenzyl)-N-(pipéridin-4-yl)-1H-benzimidazol-2-amine

tecastemizol 1-(4-fluorobencil)-N-(piperidin-4-il)-1 H-bencimidazol-2-amina
CH,FN,

technetium (**Tc¢) fanolesomabum

technetium (**"Tc) fanolesomab immunoglobulin M, anti-(human CD15 antigen) (mouse monocional RB5
p-chain), disulfide with mouse monoclonal RB5 light chain, pentamer,
[®mTcltechnetium salt

technétium (*"Tc) fanolésomab immunoglobuline M, anti-(antigéne CD15 humain) {(chaine u de I'anticorps
monoclonal de souris RB5), pentamére du disulfure de la chaine légere de
I'anticorps monoclonal de souris RB5, sel de [*"Tcltechnétium

tecnecio (*"Tc) fanolesomab inmunoglobulina M, anti-(antigeno CD15 humano) (cadena p del anticuerpo
monoclonal de raton RBS5), pentdmero del disulfuro de la cadena ligera del
anticuerpo monoclonal de raton RB5, sal de [*"Tcltecnecio

tigecyclinum

tigecycline (4S,4a8,5aR,12aS)-4,7-bis(dimethylamino)-
9-[[[(1,1-dimethylethyl)aminojacetyllamino]-3,10,12,12a-tetrahydroxy-

1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotetracene-2-carboxamide

tigécycline (4S,4aS,5aR,12a8)-4,7-bis(diméthylamino)-
9-[[[(1,1-diméthyléthyhaminolacétyllaminol-3,10,12,12a-tétrahydroxy-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotétracéne-2-carboxamide
tigeciclina (4S,4aS8,5aR,12a8)-4,7-bis(dimetilamino)-
9-[[[(1,1-dimetiletilaminclacetillamino]-3,10,12,12a-tetrahidroxi-1,11-dioxo-
4.4a.5 5a,6,11,12a-octahidrotetraceno-2-carboxamida
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CEHBQNSOS
HsC CHs
HsC N
H O
tiviciclovirum
tiviciclovir 2-amino-9-[3-hydroxy-2-(hydroxymethyl)propyl]-1,9-dihydro-6 H-purin-6-one
tiviciclovir 2-amino-9-[3-hydroxy-2-(hydroxyméthylpropyl]-1,9-dihydro-6 H-purin-6-one
tiviciclovir 2-amino-9-[3-hidroxi-2-(hidroximetil)propi ]-1,9-dihidro-6H-purin-6-ona
CQH13N503
o

HN N
>
HZNJ% N OH

N\_C
OH

tosagestinum

tosagestin 17-hydroxy-11-methylene-19-nor-17o-pregna-4,15-dien-20-yn-3-one

tosagestin 17-hydroxy-11-méthyléne-19-nor-17a-prégna-4,15-dién-20-yn-3-one

tosagestina 17-hidroxi-11-metilen-19-nor-17o-pregna-4,15-dien-20-in-3-ona
C,H,0,
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Tigecycline

110 #5 - BIFEFOIREFEREEGROE L0

B FRBZOBEFEEHOE LY

4 - Bl

(45.4aS,5aR,12a5)4,7-E A (P A F LT 2 /)9-[[[ (L1-¥ A FNL=F)WNT I /|7 £F L]
73 /1-3.10,12,12a-F F T B Ru¥i-111-U4 % V-144a5,526,11.12a-4 7 Z & R
?h?t/awwf%%‘F

Ay 0«0

& X
N—CH
H3C/ \CH3
HsC
<ﬁmi@>
AFENZEMEOKREGE, Y Ie"r 2 —F, JVLITVZIRE, = 7n s —F,
T,AzF/v7§ &
BEE - 2 7272 L, MoPIE RIS E R U ERICIR D
< JEFSIE >
TRAENE 7 FEIRE, 1BMENBRE, FME - BME R OV FHAIS D —gds, OB A - {BED
TR, RS, JEENERE, RRES
Mk - e | A, FHA Y L LTHIE R 100mg & 30~60 2322 C i iR
ks, % 12 BRI D 212 50mg A 30~60 5 T S IRINIR 5T 5
B DR E
PR ik a0
% e WA - 21 H 2L S A S0mg
EAn| % 52k
) Wyl P & 513 5 HEms D E LB (mg/kg)
<A & FEARPY 87.5
A IL RPN 150
K53
B5 B 5 B 52 i L
B M B | (mg/ke/H) | (mg/ke/H) ERpA
M Zwv b | 2R | BARN | 5, 30, 70 5 30 mg/kg/ B LA -1 BER AL
(B) ot (RFigE) |
b RF I ERE, REHL AR
MER T A —HB, AmERE
Wb, dMREGRD, R8I mER
W, miEki-A By, W
RV N GERRZERE, BRIE
BRI Z BT,
70 mg/kg/ H ClE, BEEEDHD,
BOEE(L, BIFEEMERAE
DFEBLFBENN I ATz,
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Tigecycline

110 #5 - BIFEFOIREFEREEGROE L0

Zv | 138 | RN | 2, 6, 20 2 6 mg/ke/ B LA B CARIMER 1T
A =B, $EARMERSE D,
/R A, A BRI,
mEwzAaRBI N a7y v
WA BT,
20 mg/kg/H Clie A ¥ I i
HE, EHIMIE, T
W, BoEelt, migoy
AR B BT,
A X 2 8 fH RN | 2, 5, 12, 5 12 mg/keg/H LA L CHEMERE, I
20 R, RERD, BEERY,
FRMERE A, i/ MR,
B ERE D, APTT OEE, I
BB ABREY, BUN ROV L
TF = B, AR,
BRY oo SHEREEENR S A DT,
20 mg/ke/ HBECHRELT, 25 N8
B, 747V —Fr08En
W BT,
A X 1338 | #ARN | 05, 15 5 15 Smg/ke/H TliEE A H I 2 DiliE
B, Ml U > SHARROZEME A
LTz,
g/ aR R
R T COREAFESRSE (TEAE) ORILHE 184072514 1 (73.2%)
TEAE D fE¥H GIE:S (FEHLE)
HEl 646 (25.7%)
W&t 443 (17.6%)
T 286 (11.4%)
R 146 (5.8%)
I 1EH HHF 140 (5.6%)
FEH 139 (5.5%)
i 136 (5.4%)
Bk A e AT L2 ) 0 % -
% TEAE o | Pk | EEE)
ALT H471 66 (2.6%)
AST 54 65 (2.6%)
=tk 7 7 A P— St
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Tigecycline

1121 RAFEH—&
B3 RECETAXE

BHENES | BERES 54 b | # | smeewm | BT ar | mes | mwes
328 Rk
328 BLE FEIA 7V SR T | ~2 Ttaly S EREFE I
* Wyeth Research, Pearl River,
New York, USA
» Wyeth Research, Rouses Point,
New York, USA
* Wyeth Research, St Laurent,
Quebec Canada
32P BA|
32P EFE FTHA 7 U A ] 1@ AT |- Wyeth Rescarch, Gosport, UK SIE HNEFE SF

* Wyeth Parenterals, Carolina,
Puerto Rico

Italy
* Wyeth Lederle Italia Sp A,
Catania, Italy
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Tigecycline
1121

R ER—5&

B FFRERABHRES

WENES | HEEES 54 b x5 e BB ey | mes | mEes
421 SR
4211 N ERMA1THEER
4211-1 GTR-28013 Comparative in vivo efficacy of CL331,421(7-(dimethylamino)-9- __ 1 ~1 Wyeth Research, >K[E (3 Pfizer SHE A& FEMmE R
(pyrrolidino)-6-demethyl-6-deoxytetracycline), C1.344,926(7- Worldwide Research &
(dimethylamino)-9-(t-butylglycylamido)-6-demethyl-6-deoxytetracycline), Development)
CL344,677(7-(dimethylamino)-9-(dimethylglycylamido)-6-demethyl-6-
deoxytetracycline), and minocycline
42112 MIRACL-25770 |Comparative in vivo efficacy of CL 344,926(7-(dimethylamino)-9-(t- __ 1 ~1 American Cyanamid Company, SHE TN ER FEmE R
butylglycylamido)-6-demethyl-6-deoxytetracycline), CL 331,002 (9- KE (B Pfizer Worldwide
(dimethylglycylamido)-6-demethyl-6-deoxytetracycline), and minocycline Research & Development)
42113 Van Ogtrop M- |In Vivo Pharmacodynamic Activities of Two Glycylcyclines (GAR-936  |[M L Van Ogtrop 199943 H ~200041H  |Leiden University Medical Centre, SHE Antimicrobial BEEE
2000 and WAY 152,288) against Various Gram-Positive and Gram-Negative Leiden, and Rotterdam University Agents and
Bacteria Hospital, Rotterdam, 4724 Chemotherapy
4211-4 GTR-33608 In Vivo Therapeutic Efficacy of GAR-936 in a Pharmacodynamic Murine lﬁﬁ Wyeth Research, 2K[E (B Pfizer SHE TN &R FEmE R
Thigh Infection Model Worldwide Research &
Development)
4211-5 RPT-53280 Efficacy of Tigecycline (GAR-936) in treatment of P aeruginosa and K Z(HEJ Wyeth Research, K[E (3] Pfizer SHE TN ER FEALE R
pneumoniae murine pneumonia Worldwide Research &
Development)
42116 RPT-50195 Efficacy of tigecycline (GAR-936, WAY 156, 936) vs imipencm in the I SHE AR A2 R
treatment of experimental 4cinetobacter baumannii murine pneumonia A
4211-7 RPT-50196 Comparative Efficacy of Tigecycline (WAY 156, 936) and Other Agents ZW Wyeth Research, >K[E (B Pfizer SHE TN &R FEAmE R
in an Intraabominal Abscess Model Worldwide Research &
Development)
4212 BIRAVEEIESER
42121 RPT-55502 Tigecycline (GAR-936): Novascreen Side Effect Profile of CL-346635 e KE M E FLPNERT EZraT
(Monohydrochloride Salt of Tigecycline) and WAY-152288 (PAM-
Minocycline)
4213 REMEEHE
4213-1 RPT-51794 Tigecycline (GAR-936): Single Dose Intravenous Central Nervous System 2 ~2 Wyeth Research, 2K[E (Bl Pfizer SHE TN &R FEAmE R
Safety Pharmacology Study in Male Rats (Protocol 02_1397) Worldwide Research &
Development)
42132 RPT-50293 Tigecycline (GAR-936): Single Dose IV Respiratory Safety Pharmacology 2 ~2 Wyeth Research, K[E (3] Pfizer SHE THENER FEmE R
Study in Male Rats (Protocol 02_1398) Worldwide Research &
Development)
42133 GTR-30524 CLX346,635 and WAY-152,288: A Single-Dose Intravenous Infusion 1 ~1 Wyeth Research, >K[E (3] Pfizer SHE LN ERT HEER
Cardiovascular Study in Conscious Male Rats Worldwide Research &
Development)
42134 GTR-32072 GAR-936: An Escalating-Dose Intravenous Infusion Cardiovascular Study lw Wyeth Research, >K[E (¥ Pfizer SHE HHER BEER
in Dogs Worldwide Research &
Development)
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4213-5 RPT-42292 GAR-936: Safety Pharmacology Study EH &R ZEGH
EES
422 EYEEEAR
4221 HHERUNY T—a VIREE
4221-1 GTR-31748 GAR-936: Validation of an HPLC Method for the Quantitation of GAR- 1 ~1 Wyeth Research, >K[E (3 Pfizer SHE RN B SHE R
936 in Rat Plasma Worldwide Research &
Development)
42212 GTR-35160 GAR-936: Validation of an HPLC Method for the Quantitation of GAR- 1 ~1 Wyeth Research, >K[E (¥ Pfizer SHE HAEER S E R
936 in Rabbit Plasma Worldwide Research &
Development)
42213 GTR-31749 GAR-936: Cross-Validation of an HPLC Method for the Quantitation of 1 ~1 Wyeth Research, K[E (38 Pfizer SHE A ER SR
GAR-936 in Dog Pasma Worldwide Research &
Development)
4221-4 RPT-40265 GAR-936: Validation of an HPLC Method for the Quantitation of GAR- 2(“*3] NZW Wyeth Research, >K[E (B Pfizer SHE A EE SRR
936 in Rat Serum (Protocol 96557) Worldwide Research &
Development)
42215 RPT-41685 GAR-936: Validation of an HPLC Method for the Quantitation of GAR- @@ @@ |Wyeth Roscarch, K (3 Pizor SHE FEAERE AL ZRE
936 in Rabbit Serum (Protocol 96558) Worldwide Research &
Development)
42216 RPT-45655 GAR-936: Validation of a LC/MS/MS Bioanalytical Method for the @ @7 | Wyeth Rescarch, K& (B Phizer PG R EEF SR AR
Quantitation of Tigecycline (GAR-936) in Rat Serum (Protocols 01_0386 Worldwide Research &
and 07-1295) Development)
42217 RPT-42523 GAR-936: Validation of an LC/MS/MS Method for the Quantification of @ > @KW |Wycth Rescarch, KE (B Phizer SHE P gk TG E R
WAY-156936 in Dog Serum (Protocol 96559) Worldwide Research &
Development)
4222 R
4222-1 GTR-36282 GAR-936: Single Dose Pharmacokinetics of GAR-936 Given 1 ~1 Wyeth Research, >K[E (B Pfizer SHE &R SRR
Intravenously to Cannulated Rats (Protocol 95571) Worldwide Research &
Development)
42222 GTR-37282 GAR-936: Pharmacokinetics of Total Radioactivity and Unchanged Drug 1 ~2 Wyeth Research, >K[E (3 Pfizer SHE T &R ST &R
Following a Single (5 0 mg/kg) IV Dose of *C-GAR-936 in Male Rats Worldwide Research &
(Protocol 95718) Development)
42223 GTR-35384 GAR-936: Single **C Intravenous Dose (5 0 mg/kg) Pharmacokinetics and__ 1 ~1 Wyeth Research, >K[E (¥ Pfizer SHE N E R T4l &
Metabolism Study in Male Dogs (Protocol 95685) Worldwide Research &
Development)
42224 GTR-37280 GAR-936: A Single, Intravenous (5 mg/kg) and Oral (15 mg/kg) Dose, - IW Wyeth Research, K[E (3] Pfizer SHE TN ER FEmE R
Pharmacokinetic Study in Monkeys (Protocol 95714PR) Worldwide Research &
Development)
4223
42231 GTR-36470 GAR-936: Tissue Distribution in Male Sprague-Dawley Rats Following a _ lﬁﬁ Wyeth Research, K[E (3] Pfizer SHE gkt FHmE
Single Intravenous Infusion Dose (3 mg/kg) of “*C-GAR-936 Worldwide Research &
Development)
42232 RPT-40186 | GAR-936: Tissue Distribution of [*C|-GAR-936-Derived Radioactivity [N T = 3 Wyeth Rescarch, SR (B, Plizer HE TEAERE AR
by Whole-Body Autoradiography Following a Single 3 mg/kg Intravenous Worldwide Research &
Infusion (30 minute) Dose of [*C]-GAR-936 in Male Sprague-Dawley Development)

and Long-Evans Rats
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42233 RPT-49970 GAR-936: Tissue Distribution of [*C]-Tigecycline Following a Single _ Zﬁﬁ Wyeth Research, >K[E (3] Pfizer SHE N E R BRiEEs
Bolus Intravenous (3 mg/kg) Administration and Once Daily Bolus Worldwide Research &
Intravenous (3 mg/kg) Administration for 6 and 10 Days in Male (Sprague Development)
Dawley) Rats (Protocol 96652)
42234 GTR-37511 [**C] GAR-936: In Vitro Protein Binding in Mouse, Rat, Rabbit, Dog and - lﬂﬁ Wyeth Research, K[E (¥ Pfizer SHE A A R
Human Plasma Worldwide Research &
Development)
42235 RPT-53963 Tigecycline: In Vitro Protein Binding of [**C]-Tigecycline in Mouse, Rat, - Z(ﬁﬁ Wyeth Research, >K[E (B Pfizer SHE PR AR
Rabbit, Dog and Human Plasma Using Ultracentrifugation (Protocols Worldwide Research &
04 0129, 04 0465 and 04 1156) Development)
4223-6 RPT-47491 GAR-936: Placental Transfer of ["*C]-GAR-936 Following a Single Bolus 2 ~2 Wyeth Research, >K[E (3 Pfizer SHE P EE i et
Intravenous (3 mg/kg) Administration to Gravid Sprague-Dawley Rats Worldwide Research &
(Protocol 96666) Development)
4223-7 RPT-43753 GAR-936: Transfer of ““C-GAR-936 in Breast Milk of Rats Following a ZW ~2(ﬂEJ Wyeth Research, >K[E (3 Pfizer SHE &R Vil & R
Single 5 mg/kg IV Dose (Protocol 96664) Worldwide Research &
Development)
4224 K
42241 GTR-37286  |GAR-936 (WAY-156936): Metabolism in Male Rats Following 2 Wyeth Rescarch, JKIE (51 Pfizer FHE FERERE S E R
Intravenous Administration of [**C]-GAR-936 (30 mg/kg) Worldwide Research &
Development)
42242 GTR-37285 GAR-936 (WAY-156936): Metabolism in Male Dogs Following JFW Wyeth Research, >KIE (5, Pfizer HHE FHEAERE AR
Intravenous Administration of '*C-GAR-936 (5 mg/kg) Worldwide Research &
Development)
42243 RPT-39591 GAR-936 (WAY-156936): metabolic characterization of human serum ZWH Wyeth Research, 2K[E (3 Pfizer SHE RN B SEE R
and urine samples from clinical protocol 3074A1-101-US: a double-blind, Worldwide Research &
randomized, placebo-controlled, ascending multiple dose study to assess Development)
the safety, tolerability and pharmacokinetics of GAR-936 in healthy male
subjects (Protocol 00_0083)
42244 RPT-63129 Tigecycline: Mass Spectrometry Analysis of Serum from CD-1 Mice and 2 ~2 Wyeth Research, K[E (3] Pfizer SHE TN ER FEILE R
Rabbits for Metabolites Observed in Human Serum (Protocols 05_1615, Worldwide Research &
05 1635) Development)
4224-5 RPT-42931 GAR-936 (WAY-156936): In Vitro Metabolism of GAR-936 in 2 ~2 Wyeth Research, >K[E (B Pfizer ShE tENER AR E R
Cryopreserved Human Hepatocytes, Human Liver Slices and Liver Worldwide Research &
Microsomes of Sprague/Dawley Rats, Beagle Dogs and Humans (Protocol Development)
01_0026)
42246 RPT-42413 GAR-936 (WAY-156936): Evaluation of the Inhibition of Human e Wyeth Rescarch, JK[E (B Pizer I TN ER ST E EE
Cytochromes P450 3A4, 2D6, 2C9, 2C19, 2C8, and 1A2 by GAR-936 Worldwide Research &
Development)
42247 RPT-66224 Tigecycline: Inhibition of CYP2C9-Mediated S-Warfarin-7- Zﬁﬁ Wyeth Research, 2K[E (3 Pfizer SHE R EE SFAmE
Hydroxylation, CYP3A-Mediated R-Warfarin-10-Hydroxylation and Worldwide Research &
Testosterone-6 3 -Hydroxylation, and Initial Assessment of Mechanism- Development)
Based Inhibition of CYP2C9, CYP2C19, CYP2D6 and CYP3A in Human
Liver Microsomes (Protocol 06_2309)
42248 RPT-68628 Tigecycline: Potential Induction of Cytochrome P450 Genes by 2(“@ Wyeth Research, K[E (3] Pfizer SHE TN ER FEAm &R
Tigecycline in Human Hepatocytes (Protocol 07_0602) Worldwide Research &
Development)

PFIZER CONFIDENTIAL
4




Tigecycline

1121 RTER—E
witESES | BEEES F4bu % BT B ST ey | meE | mEes
42249 RPT-66954 Tigecycline: Evaluating the Potential for Induction of CYP3A4 by Z(ﬁﬁ Wyeth Research, >K[E (3 Pfizer SHE &R AR &R
Tigecycline Using a CYP3A4 Reporter Gene Assay (Protocol 06_3216) Worldwide Research &
Development)
4224-10 RPT-55407 Tigecycline: Analysis of Serum and Utine from Humans, Dogs and Rats 2(“51 Wyeth Research, >K[E (¥ Pfizer SHE A ER ST &R
for the N-Acetyl-9-aminominocycline Metabolite (Protocols 3074A1-104- Worldwide Research &
US, 04 1368, 04 1373) Development)
4225 Bt
4225-1 GTR-35418 GAR-936: Single 'C Intravenous Dose (5 mg/kg) Mass Balance Study in IW Wyeth Research, >K[E (¥ Pfizer SHE FEEEE At
Male Rats Worldwide Research &
Development)
42252 GTR-33020 GAR-936: Single **C Intravenous Dose (5 mg/kg) Mass Balance Study in lﬁﬁ Wyeth Research, K[E (¥ Pfizer SHE &R FHm &R
Male Dogs Worldwide Research &
Development)
4226 EMEEFHEYEEER (JEERK)
[ GAEEAN I I I
4227 ZOMOEYBEHE
4227-1 RPT-54958 Tigecycline (GAR-936): Multiple Intravenous (Bolus) Dose 2 ~2 Wyeth Research, 2K[E (B Pfizer SHE TN &R LA &R
Pharmacokinetics Study in Male Rats (Protocol 04_0931) Worldwide Research &
Development)
42272 MIRACL-25285 [9-Aminominocycline: Validation of a High Performance Liquid 1 ~1 A SHE TN ER FEAm &R
Chromatographic Method for the Determination of 9-Aminominocycline
in Rat Plasma conducted at Bio-Research, Study No 38516
42273 MIRACL-25284 [9-Aminominocycline: Validation of a High Performance Liquid ] - SHE g R T E R
Chromatographic Method for the Determination of 9-Aminominocycline
in Dog Plasma conducted at Bio Research, Study No 38517
42274 MIRACL-25293 |CL 318,614 (9-aminominocycline) Absorption, Bioavailability, and - IW American Cyanamid Company, SHE TN ER FEmE R
Pharmacokinetics Following a Single Intravenous and Oral Dose of **C- KIE (F1 Pfizer Worldwide
CL 318,614 in the Dog Study No A9163 Research & Development)
42275 MIRACL-24491 |A Two Week Pharmacokinetic (Gavage) Study of CL 318, 614 F ~ W |American Cyanamid Company, SHE FEAERE S E R
(Antibacterial) in Rats (Study 91022) SKIE (B Pfizer Worldwide
Research & Development)
4227-6 MIRACI-23899 [CL 318,614 (9-Aminominocycline) Mass Balance, Excretion and 1 ~1 American Cyanamid Company, SHE TN ER SRR
Metabolic Profiles Following a Single Oral Dose of *C-CL 318,614 in the KIE (B Pfizer Worldwide
Rat Research & Development)
423 EUHEB
4231 BEEESEMHE
4231-1 GTR-31860 GAR-936: Acute Intravenous Toxicity Study in Mice 1 ~1 Wyeth Research, 2K[E (3 Pfizer SHE tHAER SEE R
Worldwide Research &
Development)
42312 GIR-31861  |GAR-936: Acute Intravenous Toxicity Study in Rafs FE ~ ' WFW® | Vyeth Rescarch, JRIE (3 Pfizer HE TR A& FT
Worldwide Research &
Development)
4232 REHSEUHR
4232-1 GTR-31411 GAR-936: Three Day Intravenous Tolerability Study in Male Rats lﬂﬁ ~ 1ﬁﬁ Wyeth Research, 2K[E (¥ Pfizer SHE &R BEGE
Worldwide Research &
Development)
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42322 GTR-31741 A Seven-Day Intravenous Infusion Toxicity Study of Antibacterial ~1 FH SHE &R ZEGH
Analogs in the Albino Rat (Study conducted by ClinTrials BioResearch
Ltd., 87 Senneville Road, Senneville, Quebec, Canada H9X 3R3)
42323 MIRACL-26228 |An Explatory Infusion Two-Week Tolerability Study of CL 346,790 (TBG- ~1 American Cyanamid Company, SHE N ERt ZEGE
MINO) in Surgically Catheterized Rats K[E (H Pfizer Worldwide
Research & Development)
42324 GTR-32074 CL 346,635 and WAY-152,288:A Fourteen-Day Intravenous Infusion ~1 Wyeth Research, >K[E (3] Pfizer SHE HANER HEEF
Pilot Toxicology Study in Male Rats Worldwide Research &
Development)
4232-5 GTR-31608 GAR-936: Fourteen Day Intravenous Toxicity and Toxicokinetic Study in ~1 Wyeth Research, 2K[E (Bl Pfizer SHE TN &R FEAmE R
Rats Worldwide Research &
Development)
42326 RPT-42195 A 14-Day Intravenous Toxicity Study of GAR-936 in the Albino Rat with _ 2 , 7117 SHE TN ER FEmE R
A 3-Week Recovery
RPT-41074 A 13-Week Intravenous Toxicity Study of GAR-936 in the Albino Rat 2 HFE SHE tENER SRR
42327 — - —— —_—
RPT-41347 GAR-936: A 13-Week Intravenous Toxicity Study of GAR-936 in the 2 ~2 Wyeth Research, 2K[E (3 Pfizer SHE R EE FFimE R
Albino Rat (Protocol 98211): Bioanalytical and Toxicokinetic Report Worldwide Research &
Development)
42328 GTR-30595 CLX 346,635 and WAY-152,288: A Two-Day Bolus Intravenous 1 ~1 Wyeth Research, >K[E| (3 Pfizer SHE HANER HEER
Tolerability Study in Beagle Dogs Worldwide Research &
Development)
42329 GTR-30663 WAY-152288 and CLX-346635: A Two Week Intravenous Dose Ranging 1 ~1 Wyeth Research, K[E (3] Pfizer SHE TN ER BEGE
Pilot Toxicity Study in Dogs Worldwide Research &
Development)
4232-10 GTR-31609 GAR-936: Fourteen Day Intravenous Toxicity and Toxicokinetic Study in 1 ~1 Wyeth Research, >K[E (3 Pfizer SHE TR BT ST R
Dogs Worldwide Research &
Development)
4232-11 RPT-42488 A 14-Day Intravenous Toxicity Study of GAR-936 in the Beagle Dog with 4 SHE HNER PRl &R
a 3-Week Recovery
RPT-41664 A 13-Week Intravenous Toxicity Study of GAR-936 in the Beagle Dog e SHE HNER PRl &R
4232-12 RPT-42763 GAR-936: A 13-Week Intravenous Toxicity Study of GAR-936 in the 2 ~2 Wyeth Research, >K[E (¥ Pfizer SHE &R ST R
Beagle Dog (Protocol 98212): Bioanalytical and Toxicokinetic Report Worldwide Research &
Development)
4233 BiEMHE
42331 In VitrozRER
42331-1 GTR-32202 Mutagenicity Test on GAR-936 CHO HGPRT Forward Mutation Assay KE ShE gkt FEAm &R
with a Confirmatory Assay
423312 GTR-31695 Mutagenicity Test on CLX346635 in the L5178Y TK+/- Mouse kE SHE &R ZEEE
Lymphoma Forward Mutation Assay
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423313 GTR-32201 Mutagenicity Test on GAR-936 in the L5178Y TK-+/- Mouse Lymphoma kE SHE &R AR E R
Forward Mutation Assay with a Confirmatory Assay
42331-4 GTR-32066 Mutagenicity Test on GAR-936 Measuring Chromosomal Aberrations in K SHE A ER ST &R
Chinese Hamster Ovary (CHO) Cells with a Confirmatory Assay with
Multiple Harvests
42332 InVivoikE&
42332 GTR-31896 Mutagenicity Test on GAR-936 in the /n Vivo Mouse Micronucleus Assay 1 ~1 SKIE | SHE TN &R LA &R
4234 NARMHER
[ZLere L I | I I I I
4235 HIERE SR
42351 ZREERUVERE TONHMHEE CBHT HHEB
42351-1 GTR-32617 GAR-936: Intravenous Fertility and Developmental Toxicity Dose W Wyeth Research, >K[E (B Pfizer SHE &R SRR
Ranging Study in Rats Worldwide Research &
Development)
42351-2 RPT-42298 GAR-936: Intravenous Injection Fertility and Embryo-Fetal Development HFE SHE TENER PRl &R
Study in the Rat
42352 - BRIRFA (ISR HEER
42352-1 GTR-33185 GAR-936: Intravenous Developmental Toxicity Dose Ranging Study in 1 ~2 Wyeth Research, 2K[E (B Pfizer SHE A& R &R
CD-1Mice Worldwide Research &
Development)
423522 GTR-32600 GAR-936: Two Week Intravenous Dose Ranging Study in Female Rabbits 1 ~2 Wyeth Research, K[E (3] Pfizer SHE TN ER BEGE
Worldwide Research &
Development)
RPT-33215 GAR-936: Intravenous Developmental Toxicity Dose Ranging Study in 1 ~2 Wyeth Research, >K[E (3 Pfizer SHE A& R SR
Gravid Rabbits Worldwide Research &
423523 Development) ‘ ___
GTR-35159 GAR-936: Intravenous Developmental Toxicity Dose Ranging Study in IW Wyeth Research, 2K[E (¥ Pfizer SHE TN &R LA &R
Gravid Rabbits: Bioanalytical and Toxicokinetics Report (Protocol 97045) Worldwide Research &
Development)
RPT-42304 GAR-936: Intravenous Injection Teratology Study in the Rabbit 2 ~2 YEEa SHE THENER FEAL &R
423524 RPT-41646 GAR-936: Intravenous Injection Teratology Study in Rabbits (Protocol Z(WH Wyeth Research, >K[E (¥ Pfizer SHE TN &R L& R
98206): Biocanalytical and Toxicokinetic Report Worldwide Research &
Development)
42353 HARIRUVHARDOEE S LI BAEOREICHET 5HE
RPT-53525 Tigecycline: An Intravenous Bolus Injection Pre and Postnatal Study in the 21 ~2 714 SHE &R FRim & R
Rat (Protocol 03 1633)
42353-1 RPT 41346 GAR-936: Intravenous Injection Fertility and Embryo-Fetal Development 2 ~2 Wyeth Research, >K[E (3 Pfizer SHE tENER ST R
Study in the Rat (Protocol 98205): Bioanalytical and Toxicokinetic Report Worldwide Research &
Development)
42354 HARZH B
B I | | | | |
423 6 FPTRIEERE:
B | | | | | |
4237 ZRMDEUHER
42371 RHEHER
42371-1 GTR-33263 GAR-936: Passive Cutancous Anaphylaxis (PCA) Assay in Rodents 1 ~1 | SHE tENER SRR
K
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423712 GTR-33124 GAR-936: Ascending Intravenous and Subcutaneous Dose-Range-Finding SHE &R ZEGH
Study in Guinea Pigs
42372 GIEEIEAR
| xagstia L
42373 FERBOBFICB T 55
[EZlEhz L | [
42374 (KTFIERRER
| | skt L
42375 REMOEUER
42375-1 RPT-68722 Tigecycline: In Vitro Mammalian Cell Gene Mutation (CHO/HGPRT) SKIE SHE &R AR &R
Test of M9 (N-acetyl-9-aminominocycline) with an Independent Repeat
Assay (Protocol 06 0800)
423752 RPT-68725 Tigecycline: In Vitro Mammalian Chromosome Aberration Test of M9 SkE SHE TN &R FEAm &R
Metabolite in Human Peripheral Blood Lymphocytes (Protocol 06_0801)
42376 THYO SR
42376-1 RPT-56037 Tigecycline: Fourteen Day Intravenous Impurity Qualification Study in 2 ~2 Wyeth Research, 2K[E (¥ Pfizer SHE A ER ST &R
Rats (Protocol 04_1696) Worldwide Research &
Development)
423762 RPT-66399 Tigecycline: In Vitro Mammalian Cell Gene Mutation (CHO/HGPRT) 2~ K SHE AL B R L& B
Test Tigecycline with Impurities (RRT" and with an
Independent Repeat Assay (Protocol 06 0796)
423763 RPT-66400 Tigecycline: In Vitro Mammalian Chromosome Aberration Test of Zﬁﬁ ~2 SkE SHE &R FEAm R
Tigecycline with Impurities (RRT.. and| in Human
Peripheral Blood Lymphocytes (Protocol 06 0797)
42377 ZDHDHER
42377-1 GTR-33279 GAR-936:Fourteen Day Intravenous Hematotoxicity Study with a 1 ~1 Wyeth Research, >K[E (3 Pfizer SHE TR EEF ST R
Recovery Period in Dogs Worldwide Research &
Development)
423772 RPT-55059 Tigecycline: Single Dose Phototoxicity Study to Determine the Effects of W_ KIE SHE TN &R FEAm &R
Intravenous Administration on the Eyes and Skin in Pigmented Male Rats
(Protocol 04 0001)
423773 GTR-32502 GAR-936: In Vitro Compatibility Testing of the GAR-936 Intravenous 1 ~1 Wyeth Research, K[E (3] Pfizer SHE TN ER HEER
Formulation with Rat, Dog and Human Blood Worldwide Research &
Development)
423774 MIRACL-26519 |In Vitro Studies to Assess the Effects of DMG-DMDOT (CL 331,928), 1 ~1 American Cyanamid Company, SHE tENER ZEGE
DMG-mino (CL 344,677), TBG-mino (CL 346,790), Minocycline (CL SKE (B Pfizer Worldwide
59,806), and Tetracycline on Cellular and Mitochondrial Protein Research & Development)
Synthesis (Study 93151)
423775 MIRACL-24409 |A Single Dose Exploratory (Gavage) Study of CL 318,614 (Antibacterial) 1 ~1 American Cyanamid Company, SHE &R AR &R
in Mice (Study 90300) K[E (H Pfizer Worldwide
Research & Development)
423776 MIRACL-25212 |A Single Dose Intraperitoncal Toxicity Study of CL 318,614 (9- W ~ @8 |Amecrican Cyanamid Company, SHE TR EEE M & F
Aminominocycline, an Antibiotic Agent) in Mice (Study 91093) K[E (B Pfizer Worldwide
Research & Development)
423777 MIRACL-24408 |A Single Dose Exploratory (Gavage) Study of CL 318,614 (Antibacterial) 1l ~ @F® |American Cyanamid Company, SE FEPRE R L& B
in Rats (Study 90229) SKIE (FR Pfizer Worldwide
Research & Development)
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123778 MIRACL-25211 |A Single Dose Intraperitoncal Toxicity Study of CL 318,614 (9- 0 ~ 87 [|American Cyanamid Company, SHE TR E R A &
Aminominocycline, an Antibiotic Agent) in Rats (Study 91092) KE (i Pfizer Worldwide
Research & Development)
423779 MIRACL-24411 |A Two Week Oral Toxicity (Gavage) Study of CL 318,614 (Antibacterial) 9 ~ @ |Amcrican Cyanamid Company, SHE TR EEE S & F
in Rats (Study 91024) SkE (B Pfizer Worldwide
Research & Development)
42377-10 MIRACL-24488 |A Single Escalating Oral (Gavage) Toxicity Study of CL 318,614 i~ @@ |Amcrican Cyanamid Company, SE FER R L& B
(Antibacterial) in Dogs (Study 90231) KE (B Pfizer Worldwide
Research & Development)
42377-11 MIRACL-25299 |A Two-Week Oral (Gavage) Toxicity Study of CL 318,614 (Antibacterial) 1 ~1 American Cyanamid Company, SHE R ER FEAm &R
in Dogs (Study 91019) KI[E (H Pfizer Worldwide
Research & Development)
42377-12 MIRACL-26105 |Evaluation of CL 318,614 (9-Aminominocycline) in a Microbial 1 ~1 American Cyanamid Company, SHE HENER PRl &Rk
Mutagenicity Assay SK[E (3R Pfizer Worldwide
Research & Development)
4237713 MIRACL-24694 |CHO/HPRT Mammalian Cell Forward Gene Mutation Assay on CL SHE HNER PRl &R
318,614 — 9-Aminominocycline (ACCO Number 91076)
42377-14 MIRACL-24191 |Test for Chemical Induction of Unscheduled DNA Synthesis in Rat SHE &R AR &R
Primary Hepatocyte Cultures by CL 318,614 (9-Aminominocycline HC1)
(Study 91078)
42377-15 RPT-67381 Tigecycline: Evaluation of the Effect of Tigecycline on the Primary SHE &R FRAm & R
Antibody Response to a T-cell Dependent Antigen During a 28-Day
Intravenous Study in Rats (Protocol 06 2371) e
42377-16 RPT-71026 Tigecycline: Twenty-eight Day Intravenous Immunotoxicity (IgM 2 ~2 Wyeth Research, k[E (3 Pfizer SHE A ER SR
Response to SRBC) Study in Rats (Protocol 07_0270) Worldwide Research &
Development)
43 BEXH
| [T el |
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53 ABHEERCHERR

531 AYEAFRBREE

5314 AP CEILER S ITER G E

5314-1 GTR-33019 GAR-936: VALIDATION OF AN HPLC METHOD FOR THE Wyeth 19984F6 H Wyeth Research S E BEEFR
QUANTITATION OF GAR-936 IN HUMAN URINE SAMPLES

53142 GTR-33614 Validation of the HPLC Method for Analysis of GAR-936 in Human Wyeth 19984E11H Cephac SHE BEGFR
Serum

53143 GTR-34467 GAR-936: VALIDATION OF AN HPLC METHOD FOR THE Wyeth 19994E8 A Wyeth Research ShE BZEEFR
DETERMINATION OF GAR-936 IN HUMAN SERUM

5314-4 GTR-37852 Validation Report: The Quantitation of Digoxin in Human Plasma Wyeth 199949 H PPD Development S E BEGE
Between 0 15 to 8 00 ng/mL

53145 RPT-41629 GAR-936 (WAY-156936): Validation of the LC/MS/MS Method for the |Wyeth 20024E5H Bioassay Laboratory, Inc SHE BZEEFR
Determination of GAR-936 in Human Serum (Protocol 96549)

53146 RPT-41631 GAR-936 (WAY-156936): Validation of the LC/MS/MS Method for the |Wyeth 20024E5H Bioassay Laboratory, Inc SHE BEGER
Determination of GAR-936 in Human Urine (Protocol 96550)

5314-7 RPT-48315 Method Validation for Quantitating GAR-936 (Tigecycline) in Human  |[Wyeth 20034514 Drug Studies Unit SHE BEGFR
Serum Using Liquid Chromatographic/Mass Spectrometric/Mass
Spectrometric (LC/MS/MS) (Protocol 02_1165)

5314-8 RPT-48316 Tigecycline: Short Method Validation For Quantitating GAR-936 Wyeth 20034E5H Drug Studies Unit ShE BEGE
(Tigecycline) in Human Bronchoalveolar Lavage Fluid (BAL) Using
Liquid Chromatographic/Mass Spectrometric/Mass Spectrometric
(LC/MS/MS) (Protocol 02_1167)

53149 RPT-48317 Tigecycline: Short Method Validation for Quantitating GAR-936 Wyeth 20034554 Drug Studies Unit S E BEGE
(Tigecycline) in Human Alveolar Cells Using Liquid
Chromatographic/Mass Spectrometric/Mass Spectrometric (LC/MS/MS)
(Protocol 02 1168)

5314-10 RPT-52484 Validation of an RIA Method for the Quantitation of Digoxin in Human  |Wyeth 20034124 PPD Development SHE BEGFR
Urine [Protocol 03 2177]

5314-11 RPT-52600 Validation of an LC/MS/MS Method for the Quantitation of R-Warfarin | Wyeth 20034124 PPD Development SE SEEF
and S-Warfarin in Human Plasma [Protocol 03 1741]

5314-12 RPT-53135 GAR-936 (WAY-156936): Validation of an LC/MS/MS Method for the  |Wyeth 20044E7 H Peking Union Medical College ShE BEGFR
Determination of GAR-936 in Human Serum [Protocol 04_0170] Hospital

5314-13 RPT-53136 GAR-936 (WAY-156936): Validation of an LC/MS/MS Method for the  |Wyeth 20044E7 A Peking Union Medical College SHE BZEEFR
Determination of GAR-936 in Human Urine [Protocol 04_0167] Hospital

5314-14 RPT-52598 GAR-936 (WAY-156936): Quantitation of GAR-936 in Human Blister Wyeth 20044E1H Bioassay Laboratory, Inc ShE ZEEE
Fluid [Protocol 03 2278]

5314-15 RPT-53613 Tigecycline: Determination of GAR-936 in Human Tissues (Protocol Wyeth 20044E7H 1T Research Institute SHE ZEGF
04_0436)

5314-16 RPT-53612 Tigecycline: Validation of an LC/MS/MS Method for the Determination of | Wyeth 20044E7H 1T Research Institute ShE ZEEE
GAR-936 in Human Serum (Protocol 04 0435)

5314-17 RPT-53134 Validation of an RIA Method for the Quantitation of Digoxin in Human  |Wyeth 20044E1H PPD Development SHE ZEGF
Serum [Protocol 04 0171]
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5314-18 RPT-58695 Tigecycline: Validation of a Method to Determine Concentrations of Wyeth 20054FE-8 H 1T Research Institute SHE ZEGF
Tigecycline from Human Bile and Cerebral Spinal Fluid (CSF) (Protocol
05 0801)
5314-19 NCS 3362-1 BIEIER 7 v b7 T 7 4 —EBVEGARIICK MG (4- |V A A&t 20004210 A ~20014E2H BETAALF ] — EES ZEEH
Epimer, 9-
Aminominocycline) @ b LIEH - bR A ¥ EE ORESLIE ONT
SN F—3 g L (B1R)
5314-20 NCS 3414-1 GAR-936 U A ARt 20004F12 4 ~2001455 H R A SE T EES ZEER
5 [ fHERARER (MR E) (2351 A Bioassaylh & AV - ML
, R B UFEHGAR-
6D IR LW N @mdiik s v~ h /T 7 4 — 2 BWEE
HGAR-936 K MU (4-Epimerk U9-
Aminominocycline) DJEEREEDOBRERVN) F— g
5314-21 NCS 3513A GAR-936 U A AR 20024F9 A ~20034F2 H i H ST SERT A BEGE
B 1 FERRRER (EHRS) (281 5HPLCIER AV - fLiF s - R
FIGAR-936 % M4-Epimerf2 FEHIE LD/ S F—3 g
531422 B1819011 The Validation of an HPLC-MS/MS Assay Method for the Determination |Pfizer 201143 H ~20114E7H WuXi AppTec SHE ZEGF
of GAR-936 in Human Serum
532 b MAEFRE A2 B B R O RBR S
5321 MR OGRS E
5321-1 GTR-37511 [**C] GAR-936: In Vitro Protein Binding in Mouse, Rat, Rabbit, Dog and | A Jamil 19994E9 A Wyeth Research, K[E (3 Pfizer SHE N ER STk
Human Plasma Worldwide Research &
Development)
53212 RPT-53963 Tigecycline: In Vitro Protein Binding of [“C]-Tigecycline in Mouse, Rat, |7 McDevitt 20044E8 H Wyeth Research, K[E (3 Pfizer SHE HAEE & EH
Rabbit, Dog and Human Plasma Using Ultracentrifugation (Protocols Worldwide Research &
04 0129, 04 0465 and 04 1156) Development)
5322 PG O B ER BRI S &
5322-1 RPT-42931 GAR-936 (WAY-156936): In Vitro Metabolism of GAR-936 in J McDevitt 2001410 H ~20034E3 H  |Wyeth Research, >K[E (¥ Pfizer S E A& FEAG & R
Cryopreserved Human Hepatocytes, Human Liver Slices and Liver N Molinaro Worldwide Research &
Microsomes of Sprague/Dawley Rats, Beagle Dogs and Humans (Protocol Development)
01-0026)
53222 RPT-42413 GAR-936 (WAY-156936): Evaluation of the Inhibition of Human E A Dierks 20014E2H Wyeth Research, K[E (¥ Pfizer SHE TEANER FEAL & R
Cytochromes P450 3A4, 2D6, 2C9, 2C19, 2C8, and 1A2 by GAR-936 Worldwide Research &
Development)
5322-3 RPT-39591 GAR-936(WAY-156936): Metabolic Characterization of Human Serum |R Jordan 20024E5 7 Wyeth Research, K[E (3 Pfizer SHE L E R & R
and Urine Samples from Clinical Protocol 3074A1-101-US: A Double- M Hoffmann Worldwide Research &
blind, Randomized, Placebo-controlled, Ascending Multiple Dose Study to|W DeMaio Development)
Assess the Safety, Tolerability and Pharmacokinetics of GAR-936 in
Healthy Male Subjects (Protocol 00_0083)
533 FRARESEIR (PK) RBHEE
5331 [EFEBE IC BT APKR O B AR S &
5331-1 3074A1-100-EU | A Single Ascending Dose Study of the Safety, Tolerance, and Wyeth 1W TTUA SHE FEAL & R
CSR-35495 Pharmacokinetics of GAR-936 in Healthy Male Subjects: Final report
PFIZER CONFIDENTIAL
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53312 3074A1-101-US | A Double-blind, Randomized, Placebo-Controlled Ascending Multiple- | Wyeth IW ESES| SHE ST & R
CSR-39534 dose Study to Assess the Safety, Tolerability, and Pharmacokinetics of
GAR-936 in Healthy Male Subjects: Final report
53313 3074A1-104-US | A Metabolic Disposition and Mass Balance Study of [ 14C|-Labeled Wyeth P SKE S S &
CSR-53264 Intravenous Tigecycline in Healthy Men: Final report
533 1-4 3074A1-106-CN | An Ascending Single-Dose Study Evaluating the Safety Tolerability, and | Wyeth ;X T BB E J FE SHE BEGF
CSR-54367 Preliminary Pharmacokinetics of Tigecycline in Healthy Chinese Men:
Final report
53315 3074A1-107-JA  |GAR-936 S5 IFARI AR (HR.[el A AR P 35 530 T A ARRRSAL I T FReY T I CES =P A& B
RN F 2345 & L7-GAR-
936 (7 hT% A7 U U RHEEK) D25mg, 50mg, 100mg, 150
mg 2 U200
g WLELRIREIRAIR 5 Lo nseditt, B2k FABIBEOR
2t
53316 3074A1-109-US | The Safety and Tolerability of Tigecycline Administered in Various Wyoth T T ERSY E I RE SHE A FF
CSR-46380 Concentrations and Infusion Rates in Healthy Subjects: Final report
5331-7 3074A1-112-US | A Study of the Steady-State Intrapulmonary Pharmacokinetics of Wyeth Z(WEJ SkE SHE L& B
CSR-53846 Tigecycline in Healthy Adults: Final report
5331-8 3074A1-113-US  |Study of the Pharmacokinetic Profile of Tigecycline in Serum and Blister |Wyeth Z(Wﬁ KIE SHE FEAR & R
CSR-53610 Fluid After Multiple Intravenous Administrations in Healthy Adults: Final
report
53319 3074A1-114-JA  [ARANBERAE F235 L L/GAR- T A APREHE X T R I E EES 5[] AR
936D 18 I RFIRNIR 52 1 5 77T B R 3 HE — B B R Bk
<H | tHFRARAER >
5331-10 3074A1-117-US  |Final report: An Open-Label Evaluation of Tigecycline Concentrations in  |Wyeth p ~2 KIE SHE S 2R
CSR-59619 Selected Tissues/Fluids— PROTOCOL 3074A1-117-US CSR-59619
5331-11 3074A1-118-JA |AANBRERAB T2 35 L L7ZGAR- T A ARSI :WF WY CES EH A& T
936D A FHFIRNE S (3050 H) Ik 27 T B R —&E
B iR BB <5 1 AHERPRFABR >
5333 NEAMEREAHRE L ZPKRBREE
5333-1 3074A1-102-US | The Effects of Age and Gender on the Safety, Tolerability, and Wyeth lﬂﬁ ~ lﬂﬁ SKIE SHE FEAG & R
CSR-41557 Pharmacokinetics of Tigecycline in Healthy Subjects: Final report
53332 3074A1-103-US | The Pharmacokinetics of GAR-936 in Adult Subjects with Various Wyelh :JF W RE FHE A & B
CSR-43752 Degrees of Renal Function: Final report
53333 3074A1-105-EU | The Pharmacokinetics and Safety of Tigecycline (GAR-936) in Patients | Wyeth Z(WEJ E, R SHE R4 & R
CSR-53265 with Compensated and Decompensated Cirrhosis and in Matched Healthy
Adults: Final report
5334 SHAMER AR LA PKABRREE
5334-1 3074A1-111-US | A Pharmacokinetic Study of the Potential Drug Interaction Between Wyeth b ~2 KIE SHE S &R
CSR-53262 Tigecycline and Digoxin in Healthy Subjects: Final report
533422 3074A1-115-US | A Pharmacokinetic Study of the Potential Drug Interaction Between Wyeth W W ERE SHE A& FF
CSR-52363 Tigecycline and Warfarin in Healthy Subjects: Final report
5335 Ktz L —v 2 VPKRBREEE
PFIZER CONFIDENTIAL
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5335-1 RPT-54410 Population Pharmacokinetic Analysis of Tigecycline (GAR-936) Phase 1 |Wyeth 20044E7H ESES| SHE ST & R
Data
53352 RPT-54933 Population Pharmacokinetic Analysis of Tigecycline (GAR-936) in Phase |Wyeth 20044E7H KE SHE FEAGE R
2 Patients with Complicated Skin and Skin Structure Infections or
Complicated Intra- Abdominal Infections
534 BARENF (PD) ABRWEE
5341 FEEERERE ICB T 2 PDRRER K OPK/PDRBR# 35
5341-1 3074A1-116-EU  |Final report: The Effect of Tigecycline on the Oropharyngeal and Intestinal | Wyeth ZW AT =—T SHE BZEEFR
CSR-59356 Microflora in Healthy Adults
53412 B1811062 Randomized, 4-Way, Crossover Single Dose, Placebo and Active Pfizer 20114E1 5 ~20114E5H SkE S1E SEAl &
Controlled Study to Evaluate the Effect of Single Intravenous Doses of
Tigecycline on QTc Intervals in Healthy Subjects
5342 BFICK ) 2PDRER R UPK/PDRER# S E
5342-1 RPT-54411 Population Pharmacokinetic/ Pharmacodynamic Analyses of Tigecycline |Wyeth 20044F9 A KIE SHE FEAR & R
Efficacy in Patients with Complicated Skin and Skin-Structure Infections
and Safety in Patients and Subjects
53422 RPT-54412 Population Pharmacokinetic/Pharmacodynamic Analyses of Tigecycline |Wyeth 200445104 KE SHE FEAG & R
Efficacy and Safety in Patients with Complicated Intra-abdominal
Infections
5342-3 RPT-56145 PK/PD Target Attainment Analyses as Decision Support for Estimation of [Wyeth 20044E11 4 SKIE SHE & B
MIC Susceptibility Breakpoints for Tigecycline against Staphylococcus
aureus and Escherichia coli
535 AR OEEMEREHEE cSSSI
5351 HEEd B BAE I B9 % Hoed B iR 38 ¢SSSI
5351cSSSI-1  |3074A1-300-US- | A Multicenter, Randomized, Double-Blind Study to Determine the Safety |Wyeth Z(Wﬁ KE, AV R, TTTFT, SHE N EEE LA & R
CA CSR-52108 and Efficacy of Tigecycline Compared with Vancomycin/Aztreonam to TNErF o, FU, aFH,
Treat Complicated Skin and/or Skin Structure Infections: Final report Ax o, ~Yb—, (8 »H)
5351c¢SSSI-2  [3074A1-305-WW | A Multicenter, Randomized, Double-Blind Study to Determine the Safety |Wyeth 20024E11 A ~20034E128 [~L¥—, R—F o F, S E FENERE S R
CSR-52110 and Efficacy of Tigecycline as Compared with Vancomycin/Aztreonam to VR7=7,mu7,
Treat Complicated Skin and/or Skin Structure Infections: Final report A=A T VT BT A,
AL v, F o dTE, BE,
T TA T, = =T,
TNAVT EE, T T,
XUy, A—AR)T, KAV,
RV RET N H Y,
IRTFT, LA RNZT,
Q17 E)
5352 e IRARB S E cSSSI
5352¢SSSI-1  [3074A1-200-US  |A Multicenter, Randomized, Open-Label Comparison Study of the Safety |Wyeth 19994E9H ~20014E31  [KE SHE T EER ST & R
CSR-44339 and Efficacy of 2 Intravenous Dosages of GAR-936 (Tigecycline) to Treat
Complicated Skin and Skin Structure Infections in Hospitalized Subjects:
Final report
535 3 BB ORBAIE & i CHEIT L 72 33 3 oSSSI
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5353c¢SSSI-1 Efficacy Supportive Tables: Complicated Skin and Skin Structure ST & R
Infections
5353¢SSSI-2 Additional Efficacy Analyses: Complicated Skin and Skin Structure FEAGE R
Infections
5353¢SSSI-3 Efficacy Supportive Tables: Complicated Skin and Skin Structure ST & R
Infections (cSSSI) Addendum
53 53cSSSI-4 LISTING BY SUBJECT, BASELINE PATHGN, MIC AND RT3
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (cSSSI and cIAI)
5353cSSSI-5 LISTING BY SUBJECT, BASELINE PATHGN, MIC AND STl R
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (cSSSI and cIAI for 2 5 4)
MDR SUBJECT ONLY
5353¢SSSI-6 LISTING BY SUBJECT, BASELINE PATHGN, MIC AND FEAE B
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (c¢SSSI and cIAI for 2 7 3)
SUBJECT WITH VALUES OF AT LEAST ONE OF THE CRITERIA
FOR RESISTANCE
535 AR OCZEMERBIEF AT
5351 W7 2@EIC B 2 B ABR 5 3 cIAT
5351 3074A1-301-WW- [A Multicenter, Double-Blind, Randomized, Comparison Study of the Wyeth 20024E11H ~20044E8H |+ %, K@, 7 77~ 7, F U, SHE FENERE FEAE B
cIAI-1 CSR-52109 Efficacy and Safety of Tigecycline Compared with Imipenem/Cilastatin to AV B, TAErTF v,
Treat Complicated Intra-Abdominal Infections in Hospitalized Subjects: TITAF, =, U T =T,
Final report S, 7T DN, EE, BE,
HE, A¥ =, 7 hET,
TR =7, (175 E)
5351 3074A1-306-WW- |A Multicenter, Double-Blind, Randomized Study to Determine the Wyeth 20024118 ~20044E58 |V b7 =7, —< =7, FhE LA ERE FEAmE R
cIAI-2 CSR-52111 Efficacy and Safety of Tigecycline Compared with Imipenem/Cilastatin to R—=F v K, 4747,
Treat Complicated Intra- Abdominal Infections: Final report B7r7UHh,ay7T, R4,
AA A, ARA 2 KV L,
TIIAF, TNHIT,
IaTFT, 7T A, FEH,
7 beT, FxaifnE,
NUH Y=, AR ART B,
F—=ARIT, F—=AFT V7T,
N F— A =T AFTT,
FU Ly, (260 H)
5352 IETHERBRHIEF cIAL
5352 3074A1-202-US  |A Multicenter Open-Label Study of the Safety and Efficacy of Tigecycline |Wyeth Y T ERSY T EESE SHE LR AP E R
cIAI-1 CSR-44355 (GAR-936) to Treat Complicated Intra-Abdominal Infections in
Hospitalized Subjects: Final report
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5352 3074A1-316-CN  [Final Report: A Multicenter, Randomized, Open-Label Comparison of the |Wyeth 20054E118 ~20065E128 [+ E ShE T EER ZEGF
cIAI-2 CSR-69569 Safety and Efficacy of Tigecycline Versus Imipenem/Cilastatin to Treat

Complicated Intra- Abdominal Infections in Hospitalized Chinese Subjects
535 3 AR OMBAE & OF TR L 728 & AT
5353 clAL-L Efficacy Supportive Tables: Complicated Intra-abdominal Infections BT
5353 clAI-2 Additional Efficacy Analyses: Complicated Intra-abdominal Infections FEAG & R
5353 cIAL-3 Efficacy Supportive Tables: Complicated Intra-abdominal Infections L& R
Addendum
5353 cIAI-4 LISTING BY SUBJECT, BASELINE PATHGN, MIC AND FEAE R
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (¢SSSI and cIAI)
5353 clAI-S LISTING BY SUBJECT, BASELINE PATHGN, MIC AND SRR
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (c¢SSSI and cIAI for 2 5 4)
MDR SUBJECT ONLY
5353 cIAI-6 LISTING BY SUBJECT, BASELINE PATHGN, MIC AND SRR
CLINICAL/MICRO RESPONSE MICRO EVALUABLE POPULATION
WITH TIGECYCLINE SUBJECT ONLY (cSSSI and cIAI for 2 7 3)
SUBJECT WITH VALUES OF AT LEAST ONE OF THE CRITERIA
FOR RESISTANCE
535 AR URZEERBHEE £ ofh
5351 T 2@EEC T 2 Bt iEEB S E L ofth
5351 3074A1-307-WW |Final Report: A Phase 3, Multicenter, Double-Blind, Randomized (3:1)  |Wyeth 2003£E11H ~20054E8 R |2KE, 77 P, TIB U F o, SHE tENE R SFAff &
Z Dfth-1 CSR-64092 Study Evaluating Tigecycline and Linezolid for the Treatment of Selected AYLK— TIA YT KT vy,
Serious Infections in Subjects with Vancomycin-Resistant Enterococcus R—TF v R, —v=7,
and Evaluating Tigecycline and Vancomycin for the Treatment of Selected 770 A, A=A T DT,
Serious Infections in Subjects with Methicillin-Resistant Staphylococcus FU, AL, ) KT =7,
Aureus AF¥ o, Ky AN, AR,
wy T, v 74, (184 E)
5352 EMHERBHREE £ oft
5352 3074A1-309-WW [Final Report: A Phase 3, Open-label, Noncomparative Study of Wyeth Z(WEJ kE, 77V, TAELF SHE FEANERE FEAmE B
Z DAfth-1 CSR-64080 Tigecycline for the Treatment of Subjects with Selected Serious Infections , TAANT, ¥y, R
due to Resistant Gram-negative Organisms such as Enterobacter Species, —F VR, N—==7, BT
Acinetobacter Baumannii, and Klebsiella Pneumoniae VA, FU, AL, YL
F— AFva, A EF, U
7T4F, vy, S,
FZhE7, mAR=T, F—R
FZ U7, (19 E)
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5353 B OMBAUE L I TR LSS 2 of
5353 ZDff-1 Supportive Tables: Summary of Clinical Safety S & EE
5353 ZDf-2 Supportive Figures: Summary of Clinical Safety SEEFR
5353 ZD{h-3 Additional Safety Analyses: Summary of Clinical Safety Ei ol
5353 ZDfth-4 RP and Integrated Data: Summary of Clinical Safety Supportive Tables BEGE
5353 = Dfh-5 RP and Integrated Data: Summary of Clinical Safety Supportive Figures BEGF
5353 ZDAl-6 Tygacil Benefit-Risk Assessment Report (February 2010) S EEE
5353 Z0fh-7 Addendum for Tygacil Benefit-Risk assessment report: BZEEFR
Justification for Labeling Revisions Regarding Mortality June 2010
5354 Z DL ORRREREE
5354 ZOfMORARBREE Mk
5354 3074A1-308-WW [Final Report: A Phase 3, Multicenter, Randomized, Double-blind, Wyeth 200346 H ~200547H  [kE, 7V, T ALEVF L, SHE HNEER BEGE
ffiZe-1 CSR-63128 Comparative Study of the Efficacy and Safety of Tigecycline vs AYb—, T TV, S
Levofloxacin to Treat Subjects Hospitalized with Community-acquired HFHE, TTTwT, AF¥ A,
Pneumonia 9% H)
5354 3074A1-313-WW  [Final Report: A Phase 3, Multicenter, Randomized, Double-blind, Wyeth 2004451 H ~200541H |~ ULv¥— T D7, S E TENER HEER
fifige-2 CSR-61261 Comparative Study of the Efficacy and Safety of Intravenous Tigecycline a7 FT, F e afE,
Versus Intravenous Levofloxacin to Treat Subjects Hospitalized with Fow—J TA KT, RA Y,
Community-Acquired Pneumonia NHY) = T RET,
UV R7=7, KR—=F K,
e = = B g S = A E S
M7 70, AL,
U7 IA,ERy 3, AR,
B, (20 )
5354 3074A1-311-WW |Final Report: A Phase 3, Multicenter, Randomized, Double-Blind, Wyeth 20044E3H ~20065E120  [2KE, 77 P, ~ULF—, S E FEAEER BEEFR
JiiZe-3 CSR-68685 Comparative Study of the Efficacy and Safety of Tigecycline versus TNHVT, raTFT,
Imipenem/Cilastatin for the Treatment of Subjects with Nosocomial N HY)—, T RET,
Pneumonia R—=F 2 R —v=T, 07,
ATNHT, AL Y,
TNE LT, 75 R,
VN7 =T, 00547,
F—ARNZVT, 74T K,
Euyva AR ET7YH,
FU, 8, A% v a, BE,
AP, ST T T, AT H,
HlE, I, 2w e
F = 2 dRE, = A =7,
FAY, ¥V oy, AZDT,
Frw—7, (375 EH)
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5354 3074A1-3331-JA |[FINAL ABBREVIATED REPORT: A Phase 3, Multicenter, Open-Label |Wyeth 2007411 H ~20084E3H [BAR [EIN FEAEER BEGE
Jiigk-4 CSR-72267 Study Evaluating the Safety and Efficacy of Intravenous Tigecycline to
Treat Hospitalized Japanese Subjects With Community-Acquired
Pneumonia
5354 2 OMOBEREREE
5354 TOMOBARBREE REREE
5354 3074A1-203-EU | A Multicenter, Randomized, Open-Label, Comparison of the Safety And | Wyeth i1 T IBE I NERERRTE SHE HEAEF BEEF
R BE G RE-1 CSR-45400 Efficacy of Intravenous Tigecycline and Intravenous Ciprofloxacin in the T, Av=—7v, GrHE)
Treatment of Complicated Urinary Tract Infections in Hospitalized
Patients: Final report
5354 3074A1-204-TA | A Multicenter, Randomized, Open-Label, Comparison of the Safety and | Wyeth Z(WEJ =] SHE TN EORT BEEFR
R BE RO RE-2 CSR-48327 Efficacy of Gar-936 and Ciprofloxacin in the Treatment of Complicated
Urinary Tract Infections in Hospitalized Patients: Final report
5354 ZOMOIBKRRBREE
5354 ZOMOBRERBREE  HREICEE S LB RREREE
5354 3074A1-315-WW [Final Report: A Multicenter, Open-Label, Randomized, Comparative Wyeth 20054E11H ~20085E9H [A—A KT VT, &k, A F SHE N E R BEGE
iR #% (cIAD - |CSR-73934 Study of Tigecycline Versus Ceftriaxone Sodium Plus Metronidazole for , 74U ta‘{, ﬁ??—ié, fV7“
1 the Treatment of Hospitalized Subjects with Complicated Intra- Abdominal 4 K 74 / 7 / K, 77 A,
Infection F/(‘%, %U\‘/*’ 1207,
YO TIET, T UA,
AR vy AL R, bz, 3K
EH 7 E)
5354 074A1-400-WW  |Final Report: A Multicenter, Open-Label, Randomized, Comparative Wyeth 20054E9 H ~20084E2H |KE, &, TAELFU, SHE N EE BEGFR
iR #% (cIAD - |CSR-73936 Study of Tigecycline Versus Ceftriaxone Sodium Plus Metronidazole for FU, Axva, TTIN (64
2 the Treatment of Hospitalized Subjects with Complicated Intra- Abdominal =)
Infection
5354 074A1-900 CSR-  |Final Report: A Multicenter, Randomized, Open-Label, Compatison of the |Wyeth 20064E9 H ~20084E9H [KE, ¥ —, 7T R, R SHE N EE SEGE
HiR#% (cSSSI) {76743 Safety and Efficacy of Tigecycline With That of Ampicillin-Sulbactam or AV, AF)T, ARAv,
3 Amoxicillin-Clavulanate to Treat Complicated Skin and Skin Structure Ut ’ \‘/( ;f 7“1/ v, \I/A s .
Infections YUUT T, &k AR
, EE, vlL—y7, 74 0F
v, VY HR—N, BT TVH
, BE, A, 7TV, an
YET, Axva, ArE (23
7 )
5354 3074K5-319-WW |Final Report: A Multicenter, Randomized, Double-Blind, Comparison Wyeth 20074E1H ~20094E3 8 |KE, BFF, ~NoH ) —, 6§ SHE TR E R BEGER
MR (BERF |CSR-76440 Study of the Safety and Efficacy of a Once-Daily Dose of Tigecycline H, v—v=7, BTk,
PERERIME) -4 Versus Ertapenem for the Treatment of Foot Infections in Subjects with AVNRT, UITA 7:' A
Diabetes TFT, BTN, ST,
FU, Axva, TLEVF
, FU Uy, K-, w7
, 74 IR, JhET, =
Ab=7, DET=T, AF)
T, A—=ARZDT, hE, A
Ay, FAY, A=A RMIT
, B, AV F, &EH, AARA
, arreT (324 EH)
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5354 ZOfOERFREBREE
5354 ZOMOBRFRBREE Zoft
5354 ZDfh-1 |RPT-53923 In vitro spectrum of activity of tigecycline using fresh broth for MIC S E A& SEEF
determinations; protocol number CMI-04-01
5354 ZDfh-2 |RPT-53924 In vitro susceptibility of bacterial isolates to tigecycline using fresh media S E EAER HEER
5354 #Dfth-3 |RPT-53925 Tigecycline MIC testing results using fresh media SE A& SEEF
5354 ZDff-4 |RPT-56441 In vitro susceptibility of bacterial isolates to tigecycline: a comparison of SHE TR BEGFR
fresh and aged media
5354 FDfth-5 |RPT-64949 Re-evaluation of tigecycline disk diffusion test breakpoints for indicated SE TN EE SEEF
and non-indicated species of Enterobacteriaceae
5354 #Dfh-6 |RPT-65532 Tigecycline broth microdilution in fresh media, Etest, and disk diffusion S E TAEE HEER
vs Acinetobacter species
5354 #FDfth-7 |RPT-69164 Activity of Tigecycline Tested Against Clinical Isolates from Japan and ShE TN E R FEAmE B
Australia (2003 — 2004): Report from the SENTRY Antimicrobial
Surveillance Program
5354 ZDOfh-§ |RPT-51231 The presence of tetracycline resistance determinants and the susceptibility 2(“51 Wyeth Research, >K[E (H Pfizer S E TANEE SEAmE B
for tigecycline (WAY 156, 936) and minocycline Worldwide Research &
Development)
5354 % Dfth-9 |RPT-65894 Occurrence of tetracycline resistance genes among Escherichia coli Zﬂﬁ NZW Wyeth Research, >K[E (B Pfizer ShE HAEE SEAmE R
isolates from the pivotal phase 3 clinical trials for tigecycline using Worldwide Research &
diagnostic PCR analysis Development)
5354 ZDOfth-10 |RPT-55711 In vitro evaluation of tigecycline and comparative agents: 3049 recent 2(“51 Wyeth Research, k[E (3 Pfizer S E A& SEEF
clinical isolates collected from pan-European hospitals, 2001 to 2002 Worldwide Research &
Development)
5354 % Dfh-11 |RPT-64749 Characterization and sequence analysis of extended spectrum B-lactamase 2(“51 ~2(ﬂﬁ Wyeth Research, 2K[E (] Pfizer ShE AR SEAmE R
encoding genes from E. coli, K. pneumoniae and P. mirabilis isolates Worldwide Research &
collected during tigecycline phase 3 clinical trial Development)
5354 % Dfh-12 |RPT-53921 Penetration, efflux, and intracellular activity of tigecycline in human 2 ~2 KE ShE TN E R SEER
polymorphonuclear neutrophils (PMNs)
5354 % Dfh-13 |RPT-54874 AcrAB efflux-mediated decreased susceptibility to tigecycline in 2(“5] Wyeth Research, >K[E (B Pfizer ShE HAEE HEEE
Enterobacter spp Worldwide Research &
Development)
5354 Z Dfh-14 |RPT-65539 RamA, a transcriptional regulator, and AcrAB, a RND-Type efflux pump, 2 ~2 Wyeth Research, k[E (3 Pfizer S E A& FEAmE R
are associated with decreased susceptibility to tigecycline in Enterobacter Worldwide Research &
cloacae Development)
5354 % 0Ofth-15 |RPT-55757 Increased expression of the transcriptional activator, MarA, and the efflux Zﬂﬁ Wyeth Research, K[E (B Pfizer PaNEz| HHNEE HE Gk
pump, AcrAB, results in decreased susceptibility to tigecycline in Z. coli Worldwide Research &
Development)
5354 ZDffi-16 |RPT-65544 Transctiptional activator MarA and the multidrug efflux pump AcrAB are >l > @F | Wycth Roscarch, JK[E (B Plizer SHE &R FPmE R
associated with decreased susceptibility to tigecycline in Escherichia coli Worldwide Research &
Development)
5354 ZDfh-17 |RPT-56045 Ancillary microbiology studies with tigecycline Z(ﬂﬁ Wyeth Research, >K[E (B Pfizer S E A& FEAR & R
Worldwide Research &
Development)
5354 #F0fth-18 |GTR-33607 In vitro post-antibiotic effect of GAR-936 and minocycline against lﬂﬁ Wyeth Research, K[E| (¥ Pfizer PaNEs| RN EE HEEE
susceptible and tetracycline resistant clinical isolates Worldwide Research &
Development)
PFIZER CONFIDENTIAL

18




Tigecycline

1121 RAFEH—&

BHERES | RERES 54 b - RESEHIM HBSIH e, | meE | mEes
5354 % Dfh-19 |RPT-53931 Pharmacodynamics of tigecycline against Escherichia coli and Z(HFI Wyeth Research, 2K[E (3 Pfizer SHE &R ZEGF
Staphylococcus aureus in an in vitro pharmacokinetic model Worldwide Research &
Development)
535 4 Z Offi-20 |RPT-51962 In vitro Antibacterial Activity of GAR-936: Final Report 2 Wyeth Rescarch, SK[E (%3 Pfizer S FENE R A B R
Worldwide Research &
Development)
5354 ZDOfh-21 |RPT-43638 Evaluation of the in vitro antibacterial activity of GAR-936 and Zﬂﬁ Wyeth Research, >K[E (3] Pfizer S E TANEE HEER
comparative agents against recent clinical isolates by time-kill kinetics Worldwide Research &
studies Development)
5354 7 Dffi-22 |[GTR-32011 Determination of the in vitro antibacterial activity of WAY 152,288 (7- t T J Wyeth Research, JK[E (B Pfizer SE &R BEEE
(dimethylamino)-9-(pyrrolidino)-6-demethyl-6-deoxytetracycline), Worldwide Research &
CL346,635 (7-(dimethylamino)-9-(t-butylglycylamido)-6-demethyl-6- Development)
deoxytetracycline) by time-kill kinetics
5354 % Dfh-23 |RPT-56364 Static time-kill studies with tigecycline against Escherichia coli, ZW S E TEAER HEER
Klebsiella pneumoniae, Streptococcus pneumoniae, Enterococcus K[E
aecalis, and Staphylococcus aureus
5354 % Dfth-24 |RPT-61926 In vitro antibacterial activity of tigecycline (GAR-936) and comparative ~2 Wyeth Research, 2K[E (3 Pfizer S E TR E R SE L
agents by time-kill kinetic studies Pearl River Worldwide Research &
Development)
5354 % Dfh-25 |RPT-53922 Quality control limits for broth microdilution susceptibility tests of 2(“5] Wyeth Research, 2K[E (¥ Pfizer ShE TN EE SEEF
tigecycline vs Streptococcus pneumoniae ATCC 49619 and Worldwide Research &
\Haemophilus influenzae ATCC 49247 Development)
5354 % DOfth-26 |RPT-52203 Quality control limits for broth microdilution susceptibility tests of GAR- Zﬂﬁ Wyeth Research, >K[E (F Pfizer S E TEANEE S & B
936 versus E. coli TCC 25922, S. aureus ATCC 29213, E. faecalis Worldwide Research &
ATCC 29212 and S. pneumoniae ATCC 49619: Study 1 (May 1999) Development)
5354 % DOfh-27 |RPT-52206 Quality control limits for microdilution susceptibility tests of Tigecycline _ Zﬂﬁ Wyeth Research, K[E (3 Pfizer S E TAEE PR & R
(GAR-936) versus E. coli ATCC 25922, S. aureus ATCC 29213, E. Worldwide Research &
faecalis ATCC 29212, S. pneumoniae ATCC 49619 and H. influenzae Development)
ATCC 49247: Study 2 (May, 2002)
535 4 % DOfh-28 |RPT-52207 Quality control limits for microdilution susceptibility tests of Tigecycline - Zﬁﬁ Wyeth Research, >K[E (3 Pfizer S E TEAEE SEAM & B
(GAR-936) versus E. coli ATCC 25922, S. aureus ATCC 29213 and E. Worldwide Research &
faecalis ATCC 29212: effect of media age on quality control limits Development)
5354 % DOfh-29 |RPT-54321 MIC testing for tigecycline performed by broth dilution tests requires the Zﬁﬂ Wyeth Research, K[E (3 Pfizer SHE LR &R FEMmE B
use of fresh media or the addition of a biocatalytic-reducing reagent to Worldwide Research &
standardize the test method Development)
5354 % Dfh-30 |RPT-62950 Dissolved oxygen measurement of the Mueller-Hinton broth media used ~2 Wyeth Research, >K[E (B Pfizer PaNEs] HREFR S &k
for the in vitro testing of tigecycline Worldwide Research &
Development)
5354 % 0fth-31 |RPT-39267 Evaluation of the effect of test medium pH on the in vitro activity of GAR: 2(“5] Wyeth Research, K[E| (B Pfizer PaNEs| RN EE S &k
936 (7-(dimethylamino)-9-(t-butylglycylamido)-6-demethyl-6- Worldwide Research &
deoxytetracycline), against recent clinical isolates Development)
5354 Z Dff1-32 |RPT-39266 Evaluation of the effect of bacterial inoculum concentration on the in vitro K Wyeth Research, K[E (Bl Pfizer SHE P ER BEER
activity of GAR-936 (7-(dimethylamino)-9-(t-butylglycylamido)-6- Worldwide Research &
demethyl-6-deoxytetracycline) against recent clinical isolates Development)
5354 % DOfh-33 |RPT-56332 Effects of medium type, age & aeration on the MICs of tigecycline & ZHEJ Wyeth Research, >K[E (3 Pfizer SHE L E R BEGFR
other tetracyclines Worldwide Research &
Development)
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5354 % Dffh-34 |RPT-47122 Effect of various in vitro test methodologies on the activity of 2(“51 Wyeth Research, >K[E (B Pfizer S1E HHNER SFAff &
tigecycline,(GAR-936) against gram-negative and gram-positive Worldwide Research &
pathogens Development)
5354 #DAh-35 |RPT-54322 An equivalency study of GAR 936, minocycline, and piperacillin on the Z(HH Wyeth Research, k[E (3 Pfizer S E A &R SEEF
sensititre ™ dried susceptibility panels as compared to NCCLS Worldwide Research &
microdilution method Development)
5354 % Dih-36 |GTR-32596 Assessment of drug concentrations to be used in disk diffusion lﬂﬂ Wyeth Research, >K[E (B Pfizer PN TR EE BEGE
susceptibility testing with GAR-936 Worldwide Research &
Development)
5354 % Ofl-37 ;ﬁ R ARSI ) 5 BB T 57 7 A7) DR e ~2Wﬁ EA BELR
536 itk o ARBIC R T 2 mEE
536-1 Periodic Safety Update Report, 15 June 2010 to 14 June 2011 Pfizer 20104E6 H 150 ~ SHE N EE BEGER
20114F6H 14H
536-2 Risk Management Plan for PF-05208753 (TIGECY CLINE) Ver 8 Pfizer S FEPN EEE BE LR
537 BET—F —ER K OERGE
537 | |COSTARTHRE D H AR XTRE ZEEE
5371 EFELEDEOBIERBROREM —EE
5371 JEG— B R DI 5 HEEE
5371-1 SEFI—BER (300-US/CA) BEGE
5371-2 JEBI—EFR (305-WW) BEGE
5371-3 JEGI—%FR (301-WW) BEEFR
5371-4 JEGI—EFR (306-WW) ZE G E
5371-5 JEGI—EFR (307-WW) BEEE
5371-6 JEB—FR (309-WW) ZEEF
5372 Efi S -2 TOERRERICBWCRIERNEE S /EFO—ER
5372 H & BEEFR
3074A1-100-EU ZEEFE
3074A1-101-US BEEE
3074A1-104-US ZEEFR
3074A1-109-US ZEEFE
3074A1-112-US BEEE
3074A1-113-US ZEE
3074A1-116-EU BEGE
3074A1-308-WW BEEFR
3074A1-311-WW 55 G F
3074A1-316-CN BEEE
3074A1-307-WW ZEEFR
3074A1-309-WW ZEGE
5373 EfiSh -2 COBRRBRICBWTEERAESSIEE I NEFO—ER
5373 IS EE3-1
3074A1-104-US SEEE
3074A1-106-CN SEEFR
3074A1-117-US SEGE
3074A1-105-EU SE G
5374 FSh 7z 2 CORERBRICBW RAREEREZ#HAHE ShEf o — &R
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5374 EFS BEEE
3074A1-100-EU S & EE
3074A1-101-US S &G
3074A1-104-US SEGE
3074A1-106-CN S &G
3074A1-109-US 55 G
3074A1-112-US BEGE
3074A1-113-US SEEE
3074A1-103-US BEEE
3074A1-105-EU BEGE
3074A1-111-US EE )
3074A1-115-US BEEFE
3074A1-116-EU HEEE
3074A1-308-WW Bl )
3074A1-311-WW BEGE
3074A1-316-CN SEEE
3074A1-307-WW BEGFR
3074A1-309-WW BEGE
5375 EfiSn 2 TCORERBICBWCBE SN ERRREEOEH 2@ R LR
5375 EFS ZEEFE
1) BEE LESEMREBRICBT AF 744 7 ) VBOBFEREERR BEGFR
B (308-WW, 313-WW, 311-WW, 300-US/CA, 305-
WW, 301-WW, 306-WW, 307-WW, 309-WW)
2) ARERR, RYLREGER O BE A R E B B X BEGE
(4 - 308-WW, 313-WW)
3) BB, FRAEGESR O R R B BIEh BZEEFR
(BRPIZ : 311-WW)
4) RERR, FRYLREGER OB R T B B X BEGE
(HEAMEVER R - FORHGR AR R AE © 300-US/CA, 305-WW)
5) FRBRBI, RRYWE RSO R R TE B BIEh X BEGE
(EMEVERE PN R EME @ 301-WW, 306-WW)
6) RER, BUEBELR] O R REE B BIEH BEGFR
(EAEVEREIEN RRME - 316-CN)
7) ARERB, FRALEESR] O BRAR R B B ZEGF
(it EERBR : 307-WW, 309-WW)
54 BELEK
54-1 The glycylcyclines A comparative review with the tetracyclines Zhanel GC, Homenuik SHE Drugs BZEEFR
K, Nichol K, et al 2004;64:63-68
54-2 Glycylcyclines: third-generation tetracycline antibiotics Chopral ShE Curr Opin ZEEE
Pharmacol
2001;464-469
54-3 Synthesis and structure-activity relationship of novel glycylcycline Sum PE, Petersen P SAE Bioorg Med HEER
derivatives leading to the discovery of GAR-936 Chem Lett
1999;9:1459-
1462
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54-4 Recent developments in tetracycline antibiotics Sum PE, Sum FW, SHE Curr Pharm Des BEGE
Projan ST 1998;4:119-132
54-5 GAR-936 Hunter PA, Castaner J SHE Drugs Future BZEEFR
2001;26:851-
858
54-6 Daptomycin: another novel; agent for treating infections due to drug- Carpenter CF, SHE Clin Infect Dis BEEFR
resistant gram-positive pathogens Chambers HF 2004;38:994-
1000
54-7 Assessment of pathogen occurrence and resistance profiles among Streit JM, Jones RN, ShE Int J Antimicrob| Z&E&¥
infected subjects in the intensive care unit: report from the SENTRY Sader HS, Fritsche TR Agents
Antimicrobial Surveillance Program (North America, 2001) 2004;24:111-
118
54-8 National Nosocomial Infections Surveillance (NNIS) system report, data  |NNIS SHE Am J Infect BEGE
summary from January 1990-May 1999, issued June 1999 Control 1999;
27:520-532
54-9 Determining incidence of extended-spectrum beta-lactamase-producing  |Bouchillon SK, Johnson ShE Int J Antimicrob | Z&E&FE
Enterobacteriaceae, vancomycin-resistant Enterococcus faecium, and BM, Hoban DJ, et al Agents
methicillin-resistant Staphylococcus aureus in 38 centres from 17 2003;24:119-
countries: the PEARLS study 2001-2002 124
54-10 Annual Report 2002 Available at European Antimicrobial Resistance European Antimicrobial ShE Available at: HEER
Surveillance System Annual Report 2002 Resistance Surveillance http://www earss
System rivm nl
[Downloadable
documents]
Accessed 02
Nov 2004
54-11 Epidemiology and antibiotic susceptibility of bacteria causing skin and Jones ME, Karlosky JA, SHE Int J Antimicrob [ Z%& &
soft tissue infections in the USA and Europe Draghi DC, et al Agents
2003;22:406-
419
54-12 Extended spectrum b-lactamase 7 “EEscherichia coli 35 & (FKlebsiella  |sFitiEH, /Mass [EIN Jpn J Antibiot BSEGFR
pneumoniac? - FEHLE HEIZ % 2 FAURZMEIC DV T 2005;58(1):1-10
54-13 Cloning and sequence of the gene encoding a cefotaxime-hydrolyzing Ishii Y, Ohno A, EH Antimicrob BZEEFR
class A b-lactamase isolated from Escherichia coli Taguchi H, et al Agents
Chemother
1995;39(10):226
9-2275
54-14 20044F (7 £ ETTHER 7> 5 /0B S A7 BR R v BERR 18,6300k D AP |[UDFE =, KEFE, EIN Jpn J Antibiot SE L
BT DBEM — A TR BHEMD 2006;59(6):428-
451
54-15 g B/ BECTX-M-2 27 L—7'b-7 7 &~ — 8 & 4 Proteus A, BRI, EA BALEEE | 25 ER
mirabilis D FFEHFTEE I H9 5 EZ M FRERT D FhERE
2006;54(5):447-
452
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54-16

Emerging plasmid-mediated quinolone resistance associated with the qnr
gene in Klebsiella pneumoniae clinical isolates in the United States

Wang M, Sahm DF,
Jacoby GA, et al

EWNAE)
SHE

Antimicrob
Agents
Chemother
2004;48(4):1295
1299

SEGH

54-17

Prevalence of plasmid-mediated quinolone resistance

Jacoby GA, Chow N,
Waites KB

SHE

Antimicrob
Agents
Chemother
2003;47(2):559-
562

BEGE

54-18

BTEHUE I3 5 2002F R AR 7Bt AF vk 77 7 LB PEERE B L O
B RVEBE ORRZ Y — A T2 R

FRATIERE, HHEB,
EE

EH

EER[E= 35
2 ME3E;2006:
54:330-354

BEGE

54-19

EREHUE IS % 20024 B PR ST ELF R 7T L BV O
Y= TR

(B2

I

EHE, R,
WEES

EH

A AL R
2006;54:355-
377

BEGE

54-20

Citywide clonal outbreak of multiresistant Acinetobacter baumannii and
Pscudomonas aeruginosa in Brooklyn NY the preantibiotic era has
returned

Landman D, Quale IM,
Mayorga D et al

SHE

Arch Intern
Med
2002;162:1515-
1520

EE g

54-21

Considerations in control and treatment of nosocomial infections due to
multidrug-resistant Acinetobacter baumannii

Utrban C, Segal-Maurer
S, Rahal JJ

SHE

Clin Infect Dis
2003;36:1268-
1274

ZE @

54-22

Molecular epidemiology and mechanisms of carbapenem resistance in
Acinetobacter baumannii endemic in New York City

Quale J, Bratu S,
Landman D, et al

SHE

Clin Infect Dis
2003;37:214-
220

ZEER

54-23

TR EICRT B H - 22 AMERE O EERE ] ORFFICONT
EAGEE (FR234E1H21H)

[EESA

EH

Available at:
http://www mhl
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121 html
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54-24
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AR —Fn, AFHERH
, SAREFIS.

EH

IASR (Vol 31
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20104E9H &)
Available at:
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jpfiast/31/367/p
13681 html

BEGE

54-25

BRI R Y — 1 T AARIEH RATR 2010 FH(1
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JANIS

EPA

Available at:
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/1/ken_Open_Re
port_201000 pdf
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54-26 Critically important antimicrobials for Human medicine: Report of the WHO SHE WHO Library ZEGF
Second WHO Expert Meeting Copenhagen, 29 - 31 May 2007 Cataloguing-in-
Publication Data
ISBN 978 92 4
159574 2
(LC/NLM
classification:
QV 250)
Available at:
http://www who
int/foodborne_di
sease/resistance/
antimicrobials_h
uman pdf
54-27 Antimicrobial treatment of “Complicated” intra-abdominal infections and |Eckmann C, Dryden M, SHE Eur Med Res BEEFR
new IDSA guidelines — a commentary and an alternative Europian Montravers P, et al (2011) 16: 115 -
approach according to clinical definitions 26
54-28 ZAIMET 20 boN7 #—RRGWEICBT 2 WES 15 DS FLETE A B AR AE B Available at: BEGER
¥, HEEANRER hitp://www Kans
ﬂ:?ﬁ’?{f?ﬁ% BA ensho or jp/mrsa
R FS, AR /101020tcigen ht
IR S ml
54-29 Chapter 143 Diseases caused by gram-negative enteric bacilli Chapter Anthony S Fauci, ShE Harrison's ZEER
157 Infections due to mixed anaerobic organisms ANAEROBIC Dennis L Kasper, Dan Principles of
INFECTIONS L Longo, et al Internal
(Editors) Medicine 17th
Edition, 2008
54-30 Tigecycline Therapy and Antimicrobial Resistance Mandell GL, Bennett S E Mandell, HEER
JE, Dolin R (Editors) Douglas and
Bennett's
Principles and
Practice of
Infectious
Diseases, 7th ed
2010
54-31 Tigecycline McEvoy GK, Snow EK, SHE AHFS Drug BEGFR
Miller J, et al (Editors) Information
2011
54-32 Solomkin JS, Mazuski JE, Bradley JS, et al Solomkin JS, Mazuski SHE Clinical SEEF
JE, Bradley JS, et al Infectious
Diseases 2010,
50(2):133-64
54-33 Surgical Infection Society Treatment of complicated skin and soft tissue  |[May AK, Stafford RE, SHE Surgical BEEFR
infections Bulger EM, et al Infections 2009;
10(5):467-99
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54-34 Role of tigecycline in the control of a carbapenem-resistant Acinetobacter |Jamal W, Salama M, SHE Journal of BEGE
baumannii outbreak in an intensive care unit Dehrab N, et al Hospital
Infection 2009;
72(3): 234-42
54-35 Early experience with tigecycline for ventilator- associated pneumonia and | Schafer JJ, Goff DA, S E Pharmacotherap HEEE
bacteremia caused by multidrug-resistant Acinetobacter baumannii Stevenson KB, et al vy
2007;27(7):980-
7
54-36 Tigecycline for the treatment of multidrug-resistant (including carbapenem|Karageorgopoulos DE, ShE J Antimicrob ZEER
resistant) Acinetobacter infections: a review of the scientific evidence Kelesidis T, Kelesidis I, Chemother
etal 2008 ; 62: 45-
55
54-37 A review of clinical and microbiological outcomes following treatment of |Gordon NC, Wareham SHE Journal of ZEGFR
infections involving multidrug-resistant Acinetobacter baumannii with DW Antimicrobial
tigecycline Chemotherapy,
2009; 63:
775-80
54-38 Tigecycline for the treatment of multidrug-resistant Enterobacteriaceae: a  |Kelesidis T, SE J Antimicrob HEER
systematic review of the evidence from microbiological and clinical Karageorgopoulus DE, Chemother 2008
studies Kelesidis 1, at al 62: 895 - 904
54-39 Tigecycline in the treatment of infections from multi-drug resistant gram- |Poulakou G, S E Journal of HEEE
negative pathogens Kontopidou FV, Infection 2009;
Paramythiotou E, et al 58(4):273-84
54-40 Minocycline excretion and distribution in relation to renal function in man |Carney S, Butcher RA, SHE Clin Exp ZEGF
Dawborn JK, et al Pharmacol
Physiol
1974;1:299-308
54-41 Concentration and persistence of tetracyclines and chlorotetracyclines in  [Buyske DA, Eisner HJ, S E J Pharmacol Exp| Z&&#
bone Kelley RG Ther
1960;130:150-
156
54-42 Metabolism of tetracyclines in the rat and the dog Kelly RG, Eisner HJ, ShE J Pharmacol Exp| & &#
Buyske DA Ther
1960;130:144-
149
54-43 In: Mandell GL, Bennett JE, Dolin R, eds Principles and Practice of Karchmer AW ShE Principles and EX332
Infectious Diseases Sth ed Cephalosporins Practice of
Infectious
Diseases Sthed
New York:
Churchill
Livingston;
2000:274-291
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54-44 In: Mandell GL, Bennett JE, Dolin R, eds Principles and Practice of Chambers HF ShE Principles and HEEE
Infectious Diseases Sthed Penicillins Practice of
Infectious
Diseases Sthed
New York:
Churchill
Livingston;
2000:261-274
54-45 Tigecycline MIC testing by broth dilution requires use of fresh medium or |Bradford PA Petersen SHE Antimicrob BZEEFR
5354 addition of the biocatalytic oxygen-reducing reagent oxyrase to PJ, Young M et al Agents
ZOM-3EFT standardize the test method Chemother Sep
2005;49(9):3903
3909
54-46 Effect of medium age and supplementation with the biocatalytic oxygen- |Petersen PJ and SAE Antimicrob HEER
5354 reducing reagent Oxyrase on in vitro activities of tigecycline against recent | Bradford PA Agents
ZFDfth-8 4R L clinical isolates Chemother
September 1,
2005;49(9):3910
3918
54-47 In vitro activity of tigecycline against isolates from patients enrolled in Bradford PA, Weaver- SHE Clin Infect Dis BEEFR
5354 phase 3 clinical trials of treatment for complicated skin and skin-structure |Sands DT and Petersen 2005;41 (Suppl
ZOf-9L R T infections and complicated intra-abdominal infections PJ 5):8315-S332
54-48 AcrAB multidrug efflux pump is associated with reduced levels of Visalli MA, Murphy E, SHE Antimicrob BEGER
5354 susceptibility to tigecycline (GAR-936) in Proteus mirabilis Projan SJet al Agents
ZFDfh-13LF T Chemother
2003;47(2):665-
669
54-49 AcrAB efflux pump plays a role in decreased susceptibility to tigecycline |Ruzin A, Keeney D and ShE Antimicrob BEEFR
5354 in Morganella morganii Bradford PA Agents
ZOft-14 R L Chemother
2005;49(2):791-
793
54-50 Efflux-mediated resistance to tigecycline (GAR-936) in Pseudomonas Dean CR, Visalli MA, SHE Antimicrob ZEGEF
5354 aeruginosa PAO1 Projan SJ et al Agents
ZDAh-15LF T Chemother
2003;47(3):972-
978
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