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Abstract
Introduction: Iclaprim is a diaminopyrimidine antibiotic for the tte®nt of acute bacterial skin

and skin structure infections (ABSSSI) due to Gram-positivieoggns.

Aim: This analysis evaluates patients with wound infection® fiwo Phase 3 trials of ABSSSI

M ethodology: Six-hundred-two patients with wound infections from two pl&stouble-
blinded, randomized, multicenter, active controlled t(REVIVE-1/-2) were evaluated in a
post-hoc analysis of iclaprim 80 mg compared with vanami5 mg/kg administered
intravenously every 12 hours for 5-14 days. The primadypeimt was to determine whether
iclaprim was non-inferior (10% margin) to vancomycin in achig@>20% reduction from
baseline in lesion size 48-72 hours after starting study deuty @inical response [ECR]).

Safety was assessed.

Results: In REVIVE-1, ECR was 83.5% with iclaprim versus 79.7% with wamycin

(treatment difference 3.77%, 95% CI -4.50P3.04%). In REVIVE-2, ECR was 82.7% with
iclaprim versus 76.3% with vancomycin (treatment differen88%, 95% CI -3.35%, 16.12%).
In the pooled dataset, iclaprim had similar ECR rates compatiedancomycin among wound
infection patients (82% vs 782%) with a treatment difference of 5.01% (9%%%-1.29%,
11.32%). The safety profile was similar in iclaprim- and vamgain-treated patients, except for
a higher incidence of diarrhea with vancomycin (n=17) coegpwith iclaprim (n=6) and

fatigue with iclaprim (n=17) compared with vancomycin (n=8).

Conclusion: Based on early clinical response, iclaprim achieved namiarfty to vancomycin
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with a similar safety profilen patients with wound infections suspected or confirmecdhasez

by Gram-positive pathogenglaprim may be a valuable treatment option for woundciides

Keywords: iclaprim, wound infection, Gram-positive
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Introduction

Wound infections may occur through a break in the skin volaeteria enter and attach to
the tissues so that the normal wound healing proces®risupted [1]. Wound infections can be
post-traumatic occurring due to lacerations, burns, bitgépanctures (including intravenous
drug use) or post-surgical. Data on the incidence of wougadtiahs (both post-traumatic and

post-surgical) underestimate the true incidence becaudenmosd infections occur in the

community without hospital reportingn the United States, Staphylococcus aureus has been the

predominant causative pathogen of wound infections with appabeiyn50% methicillin-
resistance (MRSA) [2].

Iclaprim is a diaminopyrimidine antibiotic, which seleedivinhibits bacterial
dihydrofolate reductase and is active against Gram-pogitregensncluding MRSA [3,4]
Iclaprim is in the same class as trimethoprim, the 6D approved dihydrofolate reductase
inhibitor, and was designed to be more active than thiopgim and to overcome trimethoprim
resistance among Gram-positive pathogendpsdddition, unlike trimethoprim, iclaprim does
not need to be combined with a sulfonamide, which is commaslycéated with adverse events,
including renal toxicity, hepatotoxicity, blood dyscrasias pagtaxis, and hypersensitivity
reactions [6]

Two identical Phase 3 randomized, double-blind, active-cordrstiedies (REVIVEL
and REVIVE-2) were conducted to evaluate iclaprim 80 mg fixed dospared with
vancomycin 15 mg/kg, both infused over 2 hoadiministered every 12 hours to patients with
ABSSSI [7,8] Iclaprim achieved noninferiority (10% margin) compared toceanycin for early

clinical response at the early time point in both esthPhase 3 studies. A post-hoc analysis was
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conducted to evaluate the efficacy and safety data fropdbled REVIVE-1 and -2 studies for

the subset of patients treated for wound infections.

Materialsand M ethods

Overall, 1198 patients were included in the inteatreat populations in the REVIVE-1
(n=598) and REVIVE-2 (n=600) ABSSSI Phase 3 clinical tridlsese Phase 3 studies have
been described previously [7,8h brief, both REVIVE-1 and REVIVE-2 studies were 600-
patient, phase 3, double-blinded, randomized (1:1), multi-ceatve-controlled trials, non-
inferiority studies that utilized identical study protoosCT02600611 and NCT02607618,
respectively) among patients with ABSSSI that comparegricie80 mg fixed dose with
vancomycin 15 mg/kg (adjusted for renal function), both adtared intravenously every 12
hours for 5-14 days, according to the investigator assessielmical responselrhe US Food
and Drug Administration (FDA) and the European Medicines Ag€éBEMA) guidance on trials
for ABSSSI were incorporated into the study design. eRttiwere enrolled between March
2016 and January 2017 for REVIVE-1 [7] and between January 2016 and Augu&r2017
REVIVE-2 [8]. The median duration of treatment was 7 degsge: 1-15 days) for both the
iclaprim and vancomycin groupghe primary objective of each of sePhase 3 studies was to

demonstrate whether iclaprim was non-inferior to vancomycachieving=20% reduction in

lesion size at 48 to 72 hours after initiation of study daagly time point) in the interib-treat
population. The non-inferiority margin was prespecified@%. Study protocols and informed
consent forms were reviewed and approved by an institutieniaw board at each study site,
and all patients or their authorized representative prdwidéten informed consent prior to any

study-specific procedures.
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Cases of wound infections were pooled from the REVIVE studissdon the clinicians
assessment and assignment of the ABSSSI as a woundbinfpdbr to treatment
randomization Per protocol, wound infections were defined as having been causgtenaé
trauma (e.g., needle sticks or insect bites) and haek ¢fth presence of purulent or seropurulent
drainage before or after surgical intervention of the warrat least 3 of the following signs
and symptoms: discharge, erythema (extending at leastb2ymmd the wound edge in any
direction), swelling and/or induration, heat and/or localiwadmth, and/or pain and/or
tenderness to palpation. Disposition of patients in théedd®EVIVE-1 and REVIVE-2 studies
are shown irFigure 1. The data were analyzed separately in the REVIVE-1 and -2 stakk
then pooled to determine the efficacy and safety ofdlagrim and vancomycin arms in this
subset of patientsSafety was assessed based on treatment-emergent adesitse(AES),
clinical laboratory tests (clinical chemistry, coagiolat hematology, liver function tests),
urinalysis, vital signs, physical examinations and electdiegrams (ECGs). The pooled
analysis adds larger numbers (i.e., power) and confideribe interpretation of secondary
endpoints and the safety, especially where numbers wateety small for specific secondary
endpoints and potentially serious adverse events in thedndivrials, among patients treated
with iclaprim compared to vancomycin.

At the baseline visit, wound infections were sampled for rhiotogical culture.
Cultures were performed locally, and isolates were submittdetoentral microbiology
laboratory. Antibacterial susceptibility testing was condiittg IHMA Europe Sarl Laboratories
(Monthey, Switzerland). Susceptibility testing was perfedrby broth microdilution in

accordance with the Clinical and Laboratory Standarstituibe (CLSI) guidelines M07-A10 [9]



126 and the standard operating procedures at IHMA laboratorieslityQuoatrols and interpretation
127 of results were performed in accordance with CLSI M100.[10]

128

129 Ethical Approval

130 The institutional review board at each site approved the gobtfor a list of the sites, see

131 ClinicalTrials.gov NCT02600611 aidiCT02607618), and all patients or their authorized

132 representative provided written informed consent.

133
134 Reaults
135 Of the 602 patients treated in the pooled REVIVE-1 and -2 stuitiesvound

136 infections, 51% (309/602) were treated with iclaprim and 49% (293/602 vasitcomycin.

137 Similar demographics and baseline characteristics werevelsim the iclaprim and vancomycin
138 groups in the intent to treat population; 69% of patients wetle, mean age was approximately
139 46 years old, and 91% were whiteaple 1). A high proportion of patients with wound

140 infections were intravenous drug users (86% in the iclagrimand 82% in the vancomycin

141 arm).

142 The mean lesion size of the wound infections was approxiyr0& cnf and in the

143 subpopulation with available isolates, the most commorogathwas S. aureus (72%; 363/505)
144  (Table 2). In both treatment arms, MRSA accounted for 49% (177/363) @fiius isolates in
145 wound infections. Streptococcus anginosus group pathogens constituted 21% (16f6/505
146 isolates, and Streptococcus pyogenes 6% (32/505) of isolates. 3&)apatients treated with

147 iclaprim and 18 (6%) patients treated with vancomycin had pesitood cultures.



148

149

150

151

152

153

154

155

156

157

158

159

160

161

162

163

164

165

166

167

168

169

170

The iclaprim group had a clinical response rate of 83.2% (965986, 87.2) at the early
time point compared with 78.2% (95% CI 73.0, 82.8) in the manycin group among the subset
of patients with wound infections in the intdnttreat analysis of the pooled trialsigure 2).

The treatment difference was +5.01% with 95% confidencevaitef -1.29% to 11.32%,
thereby iclaprim established noninferiority to vancomynithis subgroup of patientEnd of
treatment (EOT) response rates were 92.6% and 89.1%iclapam and vancomycin groups,
respectively, and clinical cure rates at the tdsture (TOC, 7-14 days after the end of
treatment) were similar between the two groups (84.8%einclaprim group compared with
84.3% in the vancomycin group)

In patients with available isolates, the EOT and TO@amrse rates were 93.9% and
86.3%, respectively, in the pooled iclaprim arms comparedtiti% and 88.4%, respectively,
in the vancomycin arms. The Md@MICgo for iclaprim were 0.06/0.12 pg/mL and for
vancomycin were 1/1 pg/mL against S. aureus isolatessdMIC oo values against MRSA were
0.03/0.12 pg/mL for iclaprim and 1/1 pg/mL for vancomy&imong patients with treatment
failures, nearly 80% of pathogens from the culture of thenadanfections had an iclaprim MIC
of 0.03 or 0.06u1g/ml. The treatment success rate was not different batthese that had single
(iclaprim 83.6% and vancomycin 786} compared to multiple pathogens identified from wound
infections (iclaprim 83.1% and vancomycin 7)1

Iclaprim and vancomycin had similar adverse event prafigatients with wound
infections {[Table 3). Adverse events leading to discontinuation of studyagheoccurred in 2%
of the iclaprim-treated patients and in 5% of thosatée with vancomycin. Approximately 50-
54% of patients experienced an adverse event during the sfutigse, the most common in

both treatment groups were nausea and headache. Study ldtad-aglverse events were
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reported in 21% and 19% of patients in the iclaprim and vaypciongroups, respectively.
Notable differences in adverse events during the study ildérrhea in 2% (N=6) of patients
given iclaprim compared with 6% (N=17) of patients treate¢td wancomycin, and fatigue in 6%
(N=17) versus 3% (N=8) of patients receiving iclaprim or vanam respectively. One patient
treated with iclaprim experienced asymptomatic QTcF pigdtion to 503 msec (Dayl

preinfusion QTcF 429 msec)

Discussion

In this post-hoc analysis of the two Phase 3 REVIVE studilgprim achieved non-
inferiority to vancomycin in patients with wound infect®pibased on clinical response at the
early time point. In the Phase 3 REVIVE studies, patiesitts wound infections were a majority
of those enrolled and treated for ABSSSIs.

While some wound infections may be treated with either tbfifcaninor) or oral
artibacterial agents, the mean lesion size of the AB88tBe REVIVE trials was
approximately 300 cfwhich is substantial and commensurate with a neeidtfavenous
therapy. Additionally, some patients do not have goobamttzbacterial options because of
variable bioavailability, resistant bacteria or toxicitythe REVIVE studies, between 2-6% of
patients had bacteremia, for which intravenous antilsi@ie appropriate.

The most commdwy identified pathogen at baseline from the wound infectiorsSva
aureus (72% in both treatment groups). Of the S. aureus xapptely 50% were MRSA in
both treatment groups. The next most commonly identifi¢dogen at baseline from the wound

infections were S. anginosus group (approximately 20% in botim@eagroups). This may be
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explained by the high rate of illicit drug users, who may tiekr needles before injecting
themselves, contaminating them with oral flora suc8.amnginosus.

The ECR of 83% among patients with wound infections treateudiclaprim in the
pooled REVIVE studies is similar to that observed with vancamiypcthese studies (78%) and
is consistent with similar studies in patients with woundatibns treated with other currently
used antibiotics. In the ESTABLISH-1 Phase 3 study, tédizeas compared with linezolid in
patients with ABSSSI [11]Among patients with wound infections, the early clinicaprese
rates were 86% in the tedizolid arm and 84% in the lilctaom. Similar rates were observed in
the identical study, ESTABLISH-2 [12]. In the OASIS+1daDASIS-2 Phase 3 studies,
omadacycline was compared with linezolid in patients WBISSSI. Among patients with
wound infection, the early clinical response rates were 84¥tei omadacycline arm and 80% in
the linezolid arnf13]. In the Phase 3 studies of delafloxacin compared witlsamayan plus
aztreonam in patients with ABSSSI, among patients wahbnd infection, the early clinical
response rates in the two studies were 78% and 84% in Hitogatin arms and 81% in both of
the vancomycin/aztreonam arms, respectiyidy.

In the pooled REVIVE studies, there were several differeicéhe characteristics of the
wound infections as well as the underlying patient comorbidib@spared with cellulitis and/or
abscesses [15]. The mean lesion size for wound infeatiaesmaller than those for
cellulitis/abscesses (307 éws 390cn¥). In addition, patients with wound infections were
slightly younger witha mean age of 46 years in both arms compared with 52 ye#rs i
remaining population studied.ess of the population with wound infections also had diabete

and renal impairment compared with those with cellulitisfagses (diabetes: 7% vs 14%

10
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CrCl<90mL/min: 12% vs 24%), although a higher percentage admqatwith wound infections
were intravenous drug users (84% vs 20%).

The limitations of this analysis include that this is a & analysis, although the
sample size in this subpopulation was quite robust andsemexl approximately half of the
patient populations in each treatment arm in both studliesther limitation is the lack of
reporting of types of wound infection, such as surgicalisieetions, and whether different
types of wound infection influence surgical and antimicrotatomes by treatment with
iclaprim or vancomycin.Nevertheless, these analyses provide important data on tiwereas of
patients collectively with wound infections.

In conclusion, iclaprim was non-inferior to vancomycirthie treatment of patients with
Gram-positive wound infections with a favorable safetyif@olfclaprim may be a valuable
treatment option for patients with wound infections susggeot confirmed to be due to Gram-

positive pathogens.

Sour ce of Funding and Conflict of Interest

This study was supported by Motif BioSciences Inc., New York, USA

DBH is an employee of Motif BioSciences. TLH has reediconsultancy fees from
Basliea Pharmaceutica, Genentech, Medicines Company, aiftBidgciences. TMF has
served as a consultant for Motif BioSciences, MerclyrNa, Paratek, Shionogi, and GSK. AT
has served as a consultant for Motif BioSciences. MHW/reaeived consulting fees from
Abbott Laboratories, Actelion, Astellas, Astra-Zeneca, BayeMérieux, Cerexa, Cubist,
Durata, The European Tissue Symposium, The Medicines &ompMedimmune, Merck, Motif

Biosciences, Nabriva, Optimer, Paratek, Pfizer, Qiageoh®& Sanofi-Pasteur, Seres, Summit,

11



238

239

240

241

242

243

244

245

246

247

248

249

250

251

252

253

254

255

256

257

258

259

260

and Synthetic Biologics; lecture fees from Abbott, Al&stellas, Astra-Zeneca, Merck, Pfizer
& Rochegrant support from Abbott, Actelion, Astellas, bioMérie@xibist, Da Volterra,
MicroPharm, Morphochem AG, Sanofi-Pasteur, Seres, SuamdifThe European Tissue
Symposium, MerckRC has received consultancy fees from Cempra PharmagisyRA
International, Furiex Pharmaceuticals, Inimex PharmaasitDr. Reddy’s Laboratories, Cubist
Pharmaceuticals, Cerexa/Forest Laboratories, Astrade@axoSmithKline, Pfizer, Merck,
Trius Therapeutics, ContraFect, Theravance, and Asteharma and served on an advisory
board for Pfizer, Polymedix, Trius Therapeutics, RiBharmaceuticals, Seachaid
Pharmaceuticals, BioCryst Pharmaceuticals, Durata Therepefithaogen, Gilead Sciences,
ContraFect, Cempra, and Nabriva TherapeutiRG.received research grants from Theravance,

Innocoll, and The Medicines Company.

References

1. Pulido-Cejudo A, Guzman-Gutierrez M, Jalife-Montano A, G&avarrubias A,
Martinez-Ordaz JL, Noyola-Villalobos HF, Hurtado-Lopez LA017. Management of
acute bacterial skin and skin structure infections wifbicus on patients at high risk of
treatment failure. Ther Adv Infectious Dis 4:143-161.

2. Ray GT, Suaya JA, Baxter R. 2013. Microbiology of skid aaft tissue infections in the
age of community-acquired methicillin-resistant StaphylococcususUdMID 76:24-30.

3. Sader HS, Fritsche TR, Jones RN. 2009. Potency and bacteaicinatl of iclaprim

against recent clinical gram-positive isolates. Antimicrgemts Chemother 53:2171-

12



261

262

263

264

265

266

267

268

269

270

271

272

273

274

275

276

277

278

279

280

281

282

283

2175.

. Schneider P, Hawser S, Islam K. 2003. Iclaprim, a novelid@grimidine with potent

activity on trimethoprim sensitive and resistant baatéioorg Med Chem Lett 13:4217-

4221.

. Oefner C, Bandera M, Haldimann A, Laue H, Schulz H, Mukhijgeisi S, Weiss L,

Lociuro S, Dale GE. 2009. Increased hydrophobic interactiomdagirim with
Staphylococcus aureus dihydrofolate reductase are responsitiie focrease in affinity

and antibacterial activity. J Antimicrob Chemother 63:687-698.

. Ho JM, Juurlink DN 2011. Considerations when prescribing trimethoprim-

sulfamethoxazole. CMAJ 183:1851-1858.

. Huang DB,0O’Riordan W, Overcash JS, Heller B. 2018. A Phase RRandomized, double-

blind, multicenter study t&Valuate the safety and efficacy of intravenbciaprim
versusVancomycin for the Eatment of acute bacterial skin and skin structure infestio
suspected or confirmed to be due to Gram-positive pathogens: REVIEHxital

Infectious Diseases 66:1222-1229.

. Holland TL, O'Riordan W, McManus A, Shin E, Borghei A, Fil&! Jr, Wilcox MH,

Torres A, Dryden M, Lodise T, Oguri T, Corey GR, McLerottSRukla R, Huang DB.
2018. A phase 3, randomized, double-blind, multicenter study taasteahe safety and
efficacy of intravenous iclaprim versus vancomycin featment of acute bacterial skin
and skin structure infections suspected or confirmed ttubdo Gram-positive

pathogens (REVIVE-2 Study). Antimicrob Agents Chemother 62:e02580-17.

. CLSI. M07-A10. 2015. Methods for dilution antimicrobial suscepgtiptests for bacteria

that grow aerobically; approved standard: tenth edition. Wa#eClinical and

13



284

285

286

287

288

289

290

2901

292

293

294

295

296

297

298

299

300

301

302

303

Laboratory Standards Institute.

10.CLSI. M100. 2017. Performance standards for antimicrobiakbguifdlity testing: 27th
informational supplement. Wayne, PA, Clinical and LabmsaStandards Institute.

11.Morrissey |, Maher K, Hawser S. 2009. Activity of iclapragainst clinical isolates of
Streptococcus pyogenes and Streptococcus agalactiae. J Avibii@Gicemother 63:413-
414.

12.Moran GJ, Fang E, Corey GR, et al. 2014.Tedizolid for 6 daysivérezolid for 10
days for acute bacterial skin and skin-structure ird@st{fESTABLISH-2): a
randomised, double-blind, phase 3, non-inferiority trial. Lahdett Dis 14:696, 2014.

13.Armstrong ES, Chitra S, Sirbu A, Garrity-Ryan L, MankyTzanis E, McGovern PC,
Steenbergen JN. Efficacy of Omadacycline and Linezolid agetasacterized drug
resistant S. aureus from combined Phase 3 ABSSSI stud#&$ Microbe; 2018 June 7-
11; Atlanta, USA.

14.BAXDELA (delafloxacin) [package insert]. 2017. Lincolnshire nidiis: Melinta
Therapeutics, Inc.

15.Huang DB, Corey GR, Holland TL, Lodise T, O'Riordan W, Wildék, File TM Jr,
Dryden M, Balser B, Desplats E, Torres A. 2018. Pooled aisalyshe phase 3 REVIVE
trials: randomised, double-blind studies to evaluate the safetfficacy of iclaprim
versus vancomycin for treatment of acute bacterial @kéhskin-structure infections. Int

J Antimicrob Agents. 52:233-240.

14



304

305

Table 1. Demographics and baseline characteristics of patientsweitind infections.

REVIVE-1 REVIVE-2 Pooled REVIVE
Char acteristics Iclaprim Vancomycin Iclaprim Vancomycin Iclaprim Vancomycin
(n=182) (n=158) (n=127) (n=135) (n=309) (n=293)
Age, years, mean (SD) 45.0 (12.0) 45.2 (12.0) 47.8 (12.8) 46.2 (13.3) 46.1 (12.4) 45.7 (12.6)
Male, n (%) 127 (69.8) 100 (633) 86 (67.7) 101 (74.8) 213 (68.9) 201 (68.6)
Race, n (%)
White 165 (90.7) 148 (93.7) 117 (92.1) 116 (85.9) 282 (91.3) 264 (90.1)
Black 3(1.6) 3(1.9) 3(2.9) 8 (5.9) 6 (1.9) 11 (3.8)
Other 14 (7.7) 7 (4.4) 7 (5.5) 11 (8.1) 21 (6.8) 18 (6.1)
Lesion Size, cf mean (SD) 302 (256) 315 (278) 314 (222) 299 (203) 307 (242) 308 (247)
Diabetes, n (%) 5(@3) 13 (8) 10 (8) 14 (10) 15 (5) 27 (9)
Creatinine clearance, n (%)
>90 ml/min 163 (91.6) 136 (88.3) 108 (85.0) 115 (86.5) 271 (88.9) 251 (87.5)
60 - <90 ml/min 14 (7.9) 15 (9.7) 17 (13.4) 14 (10.5) 31(10.2) 29 (10.1)
15 - <60 ml/min 1 (0.6) 3(1.9) 2 (1.6) 4 (3.0) 3(1.0) 7 (2.4)
Intravenous drug use, n (%) 170 (93) 134 (85) 95 (75) 106 (79) 265 (86) 240 (82)
Geographic region, n (%)
United States 176 (96.7) 148 (93.7) 113 (89.0) 122 (90.4) 289 (93.5) 270 (92.2)
Europe 6 (3.3) 10 (6.3) 14 (11.) 12 (8.9) 20 (6.5) 22 (7.5)
Latin America 0 0 0 1(0.7) 0 1(0.3)
Bacteremia, n (%) 7 (3.8) 9 (5.7) 0 9 (6.7) 7 (2.3) 18 (6.1)
Co-administration of
aztreonam, n (%) 6 (3.3) 7(4.49) 12 (9.4) 13 (9.6) 18 (5.8) 20 (6.8)
Co-administration of
metronidazole, n (%) 1(0.5) 1(0.6) 5(3.9) 6 (4.4) 6 (1.9) 7(2.4)
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Table 2. Microbiological findings at baseline for patients withumd infections in the REVIVE studies.

REVIVE-1 REVIVE-2 Pooled REVIVE
E?f)ine Microbiology, Iclaprim Vancomycin Iclaprim Vancomycin Iclaprim Vancomycin
(n=151) (n=128) (n=112) (n=114) (n=263) (n=242)
S. aureus 115 (762) 98 (76.6) 74 (661) 76 (66.7) 189 (71.9) 174 (71.9)
MRSA 56 (371) 39 (30.5) 39 (34.8) 43 (37.7) 95 (361) 82 (33.9)
MSSA 59 (391) 59 (461) 36 (321) 33 (28.9) 95 (361) 92 (380)
S. anginosus Group 30 (19.9) 21 (164) 27 (241) 28 (24.6) 57 (21.7) 49 (202
S. pyogenes 12 (7.9) 11 (8.6) 5(4.5) 4 (3.5) 17 (6.5) 15 (6.2)
S. mitis Group 5(3.3) 3(2.3) 9 (8.0) 3(2.6) 14 (5.3) 6 (2.5)




308
309

310
311

Table 3. Treatment-emergent safety profile in patients with vabufections.

REVIVE-1 REVIVE-2 Pooled REVIVE
Safety Parameter, n (%) Iclaprim Vancomycin Iclaprim Vancomycin Iclaprim Vancomycin
(N=180) (N=157) (N=127) (N=133) (N=307) (N=290)
Death 0 1(<1) 0 0 0 1(<1)
Serious AEs 3(2) 7 (5) 3(2) 3(2) 6 (2) 10 (3)
AEs leading to discontinuation 4(2) 9 (6) 3(2) 5 (4) 7 (2) 14 (5)
Any AE 114 (63) 85 (54) 53 (42) 61 (46) 167 (54) 146 (50)
Drug-related AEs 49 (27) 39(25) 16 (13) 17(13) 65 (21) 56 (19)
Most common AEs (>5%)
Nausea 23 (13) 14 (9) 9 (7) 9 (7) 32 (10) 23 (8)
Headache 29 (16) 19 (12) 4 (3) 7 (5) 33 (11) 26 (9)
Vomiting 12 (7) 11 (7) 3(2) 5(4) 15 (5) 16 (6)
Diarrhea 4 (2) 11 (7) 2(2) 6 (5) 6 (2) 17 (6)
Infusion site extravasation 11 (6) 9 (6) 10 (8) 7 (5) 21 (7) 16 (6)
Fatigue 17 (9) 7 (5) 0 1(1) 17 (6) 8 (3)
Secondary skin bacterial infectio| 14 (8) 9 (6) 2 (2) 1(1) 16 (5) 10 (3)
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Figurel.

Disposition of patients in the pooled REVIVE-1 and REVIVE-2 stadi
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for Primary Outcome of Early Clinical Response
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for Primary Outcome of Early

Criteria for Wound Infections and Analyzed
Clinical Response

309 (25.5%) Iclaprim
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324  Early clinical response at the early time point fd&pcim and vancomycin arms in patients with wound infectioriee REVIVE
325 studies.
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