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INTRODUCTION

* Daptomycin is the first member of the class of cyclic lipopeptide
antibiotics in clinical trals, It has a unique chemical structure and
novel mechanistm of action,

~ " Daptomycin has potent bactericidal activity against Gram-pasitive
pathogens, including activity against resistant strains such ag
MRSA, VRE and GISA.

+ Review of the initial Phase 2 studies indicates thit daptonycin may
be efficacious in the treatment of bacteremia and endocarditis:

Bacteremia . Endocardit

Response  Favorable Response

Chinical Symptoms

Daptomycin® 12/19 190%%) 1817 5%

Conventional therapy 1/2{50%) 7716 (0%
Sacteriology

Daptomycin® YA (90%)

Conventional therapy 172 (50%)

“amptgan

The daptomycin-treated éndocarditis patients who failed to
respond to treatment had lower mean trough serur concentra.
tions (p=0.02 than those who had a favorable response. Sucoass in
the treatment of endocarditis may be even greater when o
receive higher doses of daptorycin,

+ Based on these results, Cubist is continuing the evaluation of dag-
tomycin in a worldwids clinical research program,

+ Data presented herein are from 3 preliminary analysis of data fram
o ongoing Phase 2 clinical trials in 1001 patienty with bacterarnia,
and serious Gram-positive infections, including patients with drag-
resistant pathogens,

CLINICAL TRIAL DESIGN

Two Muticenter, Open-Label, Phase 2A, Dose Selection Trials
* Bacteremia (Study BAC) ~ Initial Therapy
» Companion (Study RRC - Resistant, Refractary, Contra-
indicated) -*Salvage™ Therapy incluciing bacteremia, cUT, ¢S5T,
pneumania and intra-abdominal infections
Inclusion Criteria
* Aduhs 18-85 years
» Clinical signs/sytriptorms of serious inféction
* Gram-positive bacteremia or localized Gram-positive
infection {RRC only)

Exclusion Criteria
* Shock
* Renal failure
* Neutropenis (<500 PMN:)
¥ AIDS (<200 CD4)
* Endocarditis, osteomyelitis, empyama; mieningitis
* Prior effective antibiotic treatment

Including Endocarditis

FP Tally, FB Oleson, CL Berman & MF DeBruin Cubist Pharmaceuticals, In

Treatment

* Patients were randomized to daptomycin 4 mgiky q14n 5 mig %

924h or 6 mg/kg loading dosc: followed by 3 mgikg g1 24

* Study BAC inctudes comparison to vancomycin 1
semi-synthetic penlcillin 4-12 gm 1 2h (randomized;
RRC patients with intra-abdominal infections, preumanis or esm.
plicated  skin/urinary tract infections received daptemys
6 ma/kg or 4 mg/ky q24h, respectively (non-randomized:

* Duration is 7-14 days for BAC and 7-28 days for RRC
Endpoints

+ Microbiclogicat and clinical oulcomes

* Safety assassments

DATA ANALYSIS GROUPS DEFINITIONS

* Modified intent-to-Treat Population [h=83]
All patients with documentad Gram-positive bacterial infections
who receive 2 ¥ dose of Study medicar

o

* Clinically Evaluable Population (n=67}
Patients with documented Gea positive inection wha' complsta
study evatuations that receive = 4 days study treatment and who sats
isfy protocot eligibility and evaluation critaria

(n=63}

Patiants with appropiiate bacteriologic cultures obtained in accate
dance with protocol sampling schemes e.q. within 48 hours of initi-
ating study therapy} and appropriate post-therapy evatuation

« Microbiologically Evaluable b

* Safety Evaluable Population [n=101)
All patiants who receive any amount of stady drug

Table 1: Daptomycin Study Demographics

{ Gender Age [T TRaa T T
| Mate  Famale || MeonVesrs |[Black - Caucasian - Othar|
T !
s0% ¢ 59 |
56

BAC

] 239 70%
RRL

3%

Table 2:

Study C i i

o-Treat
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nantuycin (Cidecin™) Treatment for Serious Gram-positive Infections

Table 3: Daptorycin Cii
BAC & RRC Protacols

al Success Rates®

Vg w3 iy 34
Pratocol ni%) } nis%)

10710 (100) 13719 (68)
. 12719 (36) mnrian
WS tntett o- Tt Paputotion T

vremia Storly
AR edcsiiant Refractory, Contraindicated

Yable d: Adveétse Events®
Safety Evaliable Popitation

BAC and RRC Combined

Body Bysian
Pt 17 Adversa Fvemt | [ v :
Sttt Lo 709) rasi I s
[Rm— T s s
eesnan cpetan un o i

S b Subutamasis Tusos s [ auw f
e e 9 vy RS RrTRG  Jody Brg Re

A iy

SERIOUS ADVERSE EVENTS*
v Mo serious adverse events at 4 mg/kg q24h

* One case of thrombacytopenia (33,000/cu mem at bsselinel dad sne
case of upper abxfominal pain at 6 mg/kg q24h

One case of AV block, one case of BUN/creating i
case of leukopenia at 3 markg q12h
A1 by v s P e Prably eited 2o Sy g s

_mm_

* Dote-a-day daptomycin appears to be and
Treatment of bacteremia and serious Gram-pasitive

se and sne

* Daptomycin is well tolerated with no trends in lacat af
temic adverse events

* Dapromycin demonstrated clinical activity in both suscapiih
rasistant Gram-positive bacteria

* The preliminacy analysis of the clinical success rate ot 4 mgkg qzdh
in both the BAC {100%) and RRC {86%) studies appear o s T
the use of 4 mgrkg g24h for the treatmant of bacteremia and ather
serfous infections

Based o this Phase 2 data with once-daily daptomyct
orevious studies in endocarditis, Cubist plans to be
the efficacy and safety of once-daily daptomycin i st
endocarditis

he

e hurthes information:
Cubiat Pharmaceuticats, . i Streor
Tek617-576-1959
. eubist com




9 055 In Vitre Activity of Daptomycin (Cidecin™) Against Contemporary Gram-positive

3 Clinical Bacterial Isolates From 11 North American Medical Centers (NAMC)
5 8D Brown, AL Barpy, and PC Fuchs  «  Clisical Microbiology Institute, Wilsonville, OR, USA

o E0uns were ek o6 e ook saspeinians of ) randnony weielted sas Table 3, ibility of 1803 positive Llinicai fsalatus to
TR AN PO ity Micranrganism o Ko, g
® aptom,

s S P Secrpibe
Sy TR Y
B MK i it the ity saatrol s pblshed by the NCCLS o

2 Objectives: Daptomycin (DA) s 2 ipopepide which, in the presence of v <alciom
v l (Cas-+), s active against Gram-positive bacterfa. DAP and vancormycin [VANG) were tested Table 2. Participants in the Efeven Medical Centers Cantributing Clinical Isolates .
! ] against 2803 dlinical isletes Gathered rom NAMC. Methods: For broth microsiution - ! ! e 7 e
v l T tests, Mueller-Hinton broth contained NCCLS recammended Ca* at 25 pgil, aml S48 ik Lab isot | Laboratery Logation jeikeium
o) tested in a second broth adjuste 1o 50 gimi. Restts; Overal, at 50 pyint Ca-, 02 1 [Terory Ceung 0| nversty of o Mian, 20
was 2 1o 4 times moce potent than when tested at 25 pofml Against VANC-S and van & N Mary fone Strcacy PO | Sassachuserts General Hospilal Boston, MA - - o
4 'DAP vias more effective and GAR was consistently more potent that SANC. Conmebscterium spp- 2 o o
) ) ;‘;g’mw’ng M“I‘:” Fel - L3 [Dwigh oty Phe | niversity of Rochester Medval Conter | Rochester NY g 2
’ . 5 bt L4 |ranel Hinher w5 534 Mg Ceoter Los Angeles, €A s e
bl 1. z —
¥ K 5 ephien Jenking, PhD olings Medica! anter Charktte, NC Eareradoreiy aviim £) TE
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Abstract

Materials and Methods

Objectives: Daptomycin (D} i ai- Invastigational lpopeptide
antibiolic aclive against gram-positive organisms, incliding MRSA
204 VRE, with a unique mechamism of action resulting In
interforence with oell mombrane transpost, We ovaluated the activity
versus Vancomycin (V) against MRSA and D against VREF in
an in vitro SEV modal,
Methods: SEV models were infected with =109 CFUg of MRSA-
484 or VREF-R590. D was dosed 10 achiova pasksiroughs of
$40/17.5 or 80110 pgirl based on & regimen of 10 {010} tg/kg or &
(D6) mgikg q 24h with a simulated hall.ife of 8h. V was dased to
achieve standand concentralions and a hati-te of 6 was simuisted.
All fnodels contained clots with an average lotal protein 5.5-7.4 gidl

<
<
2
2
2
2
2
2
2
2
)
=

) and abumin 3035 gdl. SEV bacterial densty (CFU) was
” detarmined at time = 0, 8, 24, 32, 48 and 72h,

) Resufts: MICS/MBCa for D was 0.25/0.25 my/L for MRSA-4G4. 27
= mglL for VREF-580 and V was 0.5/1 mgAl. for MRSA-434, During
) the first Bh D reduced the initial inoculum by an average of & 4
~ (D6Y6.5 (D10) and 3.4 (DBNS.1 (D10) logs CEUIG tor MRSA and
= VREF, raspactively and with V against MRSA thers was 2 3 oy

reduction by 72h. Consentration-dependent kifing was ctsany!
against VREF with D10 schieving & 1.7 log greater k¥ than C6 al
8n, Against MRSA O has a 5-5.6 log raauction at T2h witn i
Tegrowths (<1 Jog CFU/G). V had more stalic activity with ordy @

H

Organism
+ Ciinicatisalales of VREF-550 and MRSA-494 wiss sseid in this 0 vitrs SEV madel,
Antimicrobial Agent

« Daplomycin (Lol # 34BYO0) was obiained from Cubist Fhaimaceuticals, Tnc., Cambridgs,
Massachusetts, USA.

+ Vancomyein Lot # INJO3M) was commarcially parchassd troim Sigma Chamveal Compary,
SU Loula, Missour).
Modium
* Mucller-Hinton brolh (Difes, Detroit, USA] supphamanted wigh Saviut (73 o) for O and
calcium (25 ML) for V and magnasium {12.5 wgli f©or hot (SMHE) was used for
microdiation susceplibility testing and in the it virs SEV mod. Susoeptiplity testing was
perfomad in absence and pressnce of alumin (3.5 @iLi. Models rofein content was
atiibutadle to comporients of the SEVS,
In Vitra SEV Model
+ SEVs were prepared by combining hurman platoiats ¢
per SEVY, human cryoprecipitate antibamontic factor (0.4
Detroit, M1, USA), 0.1 mi of organism suspension (indial
of a SICCUIMY solulion thrombin, Lol BRIFASE4, GonTrac, Miadiaton, Wi, USA). SEVS wary
then suspandedt on a monofilament ine and inserted I the frxto Figure

VREF Sumnary

g CRUg

Pharmacodynamics of Daptomycin (D) Against Vancomycin-Resistant Enterococcus faecium (VREF) and Methicillin-
Resistant Staphylococcus aureus (MRSR) in an In Vitro Infection Model With Simulated Endocardial Vegetations (SEVs).

Ronda L. Akins'? and Micael J. Rybak'> e The Anti-infective Research Lahoratory, Detroit Receiving Hospital' and Wayne State University.? Detroit, M, USA

MRSA Qummary

AON000000000CO000Q00COCOQQO0OAOANNNMN

- log reduslion 4t 72h for MRSA. Against VREF D1D maintained
9.9% kil durtog Uhe enlite 720 period. Whila D5 mamiained 32.3% y
) Wl For 721 regrowth was noted after 43h. D Peak/MIC and AUCAES " so9 aoox s 7 3 I - 7
(s absencey of albuming wos 452.57Di1 13- 143 aoxf 4033 Figure 1 Here: b EOT
SOV G10-1508 S22 7713148 oy i
o 20/1010-1505 for MRSA and 50-6572-3 and 497.7131.44 K In Vitro
- Conciusions: O demonstraled significant aciivity against YREF and SEV
> ‘against MRSA compared to v (p < 0.05), : . + D MICs {in absericelpresents ol albumin) for MRSA494 Avernga £ S0
infection and VREF-590 was 0.25/1 and 2/32 mo/L, respectively. V MICs FHRGE £ 5
it del for MRSA and VREF were 0.5 mg/. and >64mgiL,
= Backorourd mode ; .
o o + 99.9% i was achieved by 81 for all D ragimens vs both VREF Orgarism  Regimen et fOH)  Fal (72H)
and MRSA, hawever slight regrowth occurred by 72h for D6 vs.
J = Mutti-drug resistant gram-positive infeclions have been steadily R : VREF. {Figurs 24, 28) Growth Conbral. 277 001 98540
increasing woridwide. AS with mOSt Grug-resistant OrganISms, « D achioved sigrifeant W (o 5§ 0.05) agaifst VREE and MRSA with VREF Diomgkgd © 8863006 2.7+ 008
-5 weatment options are imited. Therofore, the need 1o exore + Reiibiotics were administeract into the: Sentral compartiment of a 250 mi glass model al 20568 Vs 3:] e ‘,g ot o zan e s RS90) Demghgd | BE220O8 557 s 1OV
new therapeutic altemalives are nocessary. to simutals D 10 o & mgkg q24h and V 1g qiZh achieving peakftrough serum i - - - #
- concantrations of approximately 140/17.5 or B/10pgfmi and 30-35/5-10 pgfmi, respactively .  ©'s Peak/MIC and AUCIMIC {in absencelpresence of aitwinin} for Vigqih 355000 9.024025
Daptormycin is a0e of these polential aftamatves % i a Frosh SMHB was pumped inlo the ventral compartment, sontimuously mixed by a stirer bar, VREF590and MRSA434 with D10 were 64.9/2.0, 570.4/142.5 and Growth Corbral 8835004 10.14£0.17
fipopeptide aatibiolic thal is derved frm  Srapronmynss displacing antibiotic-cortaining media at a rate squal lo projectsd haif-ives of Bh for D and 7302744 4, S0T0.311505, 1 and (08 were 50.03.1, 452 4/113.1 andt -
roseosporus,  with  bruad  acthRy  against  Grsm-positive for V. 488 03T 1, 4038 BI000 T, respoctively. Diomgkgd 9281016 2040
organisms.  Recontly ficensed by Cubisl Phamuaceuticsls, - Thrae intact SEVs were removed and homagenizesd from aach model {tofat of §) at . e 3 A MRSA-434 .
7 daptomycin is currenlly being evaluates with newly designed 24,48 and 72h to setermina change in baclerial denvity. Sampies wars diluted i Ve ”ﬁi“"‘; f“:"d";:g&nf Aand 7.4, 91352, Domgkgld © 8852007 - 3414119
= Gosing regimens. normal safine accordingty #nd dlated on Tryote Soy Agar (TSA) plates and incubated for 24 fespectivaly. & 2 S Vvigqizh 8451014 5451007
R hours al 37°C prioe 1o bactsrial count + N avidenie of resistance was found throughout the
- ~ Microbioassays were peraamad (o delering ¢ covcentraticns achieved in the perios for ha reg “pE00%
P model, Batwsan day Cv% of standards {153 Wi} § 19% with a lower fimit of
o Objectives detection = 1.25 g/
-’ - s N il
100 ptof the T2h samples weié plated nto S-5x MIG aniibiolic plates,  Plates werd + Daplomysin Bemoristrstas sighvRcant 155} Beiivity axpasst vahcothyoln resistant Erterdcocces fascium aid methicilin-rosistant
] + To evalata the activity of Daplomytin against Vancomyuin. incubated for 48 hours al 37 b evaluals for amenyencs of resistanca, Stapliyior Orenatic kil (32.8%) by 3n was notet for both daptomydin regimens against VREF and MRSA compared lo
Resistant faecium and Dapte s Statistics vancomysin {p < 0.0}
- againgl Methicilin-Resistant Staphylcrorcus aigews n an i vite + Change in 1og,, CFU/MI rom [} to 720 was sompared using ANOVA with Tukey's Post H .
. N " o CFUA T wiis somparm using ith Tukey's Post Hoo 18 dew S it srgandsed it any o 3 e,
< simulated endocardial vegatation model lest. Time to achieve 39.9% killing was dstarmined by linear reqression. A P value < 0.05 e devaiopnd Attt wile: svguries 4t A o the segiens
-y was considered stalistically significant Fustt ¥ bf daptocyin aguiist Heee and Sthar resisiant sryanisms is warranled 16 better characterize he activity and
pharmacidyamics propasties of 1his agent
v
v
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Activity of Daptomycin (D), Arbekacin (R), Vancomycin (V) and Gentamicin (G) Against Twe Clinical Strains of Vancomycin-
Intermediate Resistant Staphylococcus aureus (VISA) in an In Vitro Pharmacedynamic Infection Model (IVPM)

R.L. Akins and M.J. Rybak ¢ The Anti-Infective Research Laboratory, Detroit Receiving Hospital, Wayne State University « Detroit, MI

Abstract

Daptomycin (D), a ipopeptide, and arbakach (A), a unique aminoglycasids, pussess
significant activity against resistant gram-positive organisms. We evakiated their
activity and vancomycln and gentamicin against 2 VISA (Mo-50 and HIP5§36 [992))
isvlates and  contral straln (MASA-67). An NPM, initial inoculum of ~10* CFUWm,
was utized over 48h and sampled to determing organism density. B was dosed
6 (06) or 4 (4) mo/kg a24h or 3 O3} my/ky Qi2h for estimated free poak
{PRVirough (TR) concentrations of E70.75, 40,5 and 3111 ma/L, respectively, and a
simulated halt-fe of 8, & was doscd 120 for PITR of $0.5 moA with 2 simudated
halt-ifs of 3h. ¥ and G were dosed fo achieve standard concentrations, & MICMBC
were 0.5/1 mQAL for Mu 50 and HIPSE36 1992 and 5,120 5 mg L. R MRSA-67.
A MI/MBC was 2/8 mgiL for Mu-50, 0.125/0.5 mgl for NIPSS35 (992} and
0.125/0.25 mgAL for MASA-67. Againsl Mu-50 afl © reqvens restted n tme
99.9% Kill {T99) by 6h, although regrowth was notod at 4301 Miwimal i, ~ob
Tesuiting in 199, occurred for A it significant regrowih at 48,V rasuied ¥t state
activity; G was equal to growdh contiol. DE+A resuites in adcive ity at an
Against HIPSB36 {9921 all b ragirens resultec in T59 by &b, Howevet, 54 as ot

o have significant regmwth by 48h. DS and D3 had 0.5 kg TR wuﬁ
¥ demonsirated static avivity, Against MRSA-67 bacterciial actiity was
for al regimens. No resistante developed for any regimen, D UL an P

av
were 79-116/920- 467 and 6-12/24-43 fox VISAMRSA, respectively. D oo or with |

A demonstrated significant activity against VISA and MBSA (<005,

Background

* Multi-drug resistant gram-positive infections have boen steadily incraasing WS&
has been isotated In Japan, the United States, Franca and Honig Kong with & sirains.
Row docrmented. As with s deug-easistant orgaaisms, realment poons ars
fimited. Thereloce, the need to explore new herapeutic altematives is necass:vy.

* Daptomycln s an investigational igxipeptide. anUbiotic that s derived Im
Straptomyces raseospons, with droi activiy against gram- posibve atganisms,
ol stufes in the late 13605 were Sl0pped due to kess than desivatle out-
comes using arfier dosing regimens of 2-3 Mag §12 hours. e Nigh prefein
dinding fapproximately 9%) nf s dg s 008 poSSble panstion 1o those out-
comes, Recaatly ve-icerised by Cubist Pharmaceuticals, Japomts s curroity
being avaliated vith bigher andaor radesianed dosing texgimens

Shjective

» Toevatuate and comoas e actvity of daptomyein, arbekatin, vancomyein and
gentarmici skone i i combination against two clincal tsclates of WS4 in an
it ¥i1r3 prarmaon R Fefection moddl.

Matepials snd Mothods e

Bacterlat straws.

* Ten VISA stfaing were Suatuated Mu-S0 {Juateeids Hesital, Tokya, Japan and
HIPSSD8 {9925 New Jecsey straie, Conters for Disease Control, Allanta. Georgia).
MRSA-B7 was aeo Westdd its & cHowcal control strain.

Aatitiotics.

*  Daplomycit Jlot 444870, Cublsl Pharmaceutcais b, Cambrioes, “a&s‘a»
chuselts) and arbekacin (ol ABKMC-1300, Ml Seika Kasda. Ud.
Pharmaceutical Division, Tokyn, Japan} wers Used. Vancomyin Jof TNJ3M
Sigma Chemical Company, SL. Lovis, Missouri) and gentamiicin flof DBHCET
Sigma Chermical Company, S Lnuis, Missouri) wers commarcialy g

woved |

Nedium,
= Melur-Hinlor Broth {Ditco Laboratories] Suppkirented witt shic
magnesium (12.5 m/L) (SMB) was used for al antiiotes, except

aptomycin,
Toc susceptbiy esting and in vito modets. Dsptomytin was ested  SMHB

supplemenled with caicium (75 my/L) and magnesium

Susceptibility festing.
MICs and MBCs of the anfivlatics were determined by broth mieoditution in
SMIHB according to guidatines of (e Natianal Committee for Chirdcaf L aboratory
Standards (NCCLS).

mg),

1 vitro infuction model.
~ One-compartmenl i vitra infaction medel (50M sl for Smulation of
pHArmacoKinetics of drugs in humas wass Sk

+ Andiotics ware administered a5 Dokses i e ekl o fn
actevs Targated Deak SEUR CONNTAtons FY]. T RN WaS Cantine-

soonkod N RGNS Ko e coenp

e 92 falives 11

my e 3 Sl 6 8 Abekas
Wi § Rt o 30 Fansamn o 8 PUT
B Gentan: *

Doy sanpes 11 0
et SRR By TISTONESIIY 3
tion ynmuncassay T AbDOR Laboraiones, Eving, Texas:. The naif-lives.

ALIC. 304 sk CoRCeNtTABons of T antibiotics wara dedermaned by rapezoxtal
methods Uiz RSt saftwars, wersien 11 (MmO, a4 L City, 1T,

Statistics.
> Tiens 1 0% bR was delérmined by inear Thiression.

+ Changes i Tody CRAL Wil respect to AUDMIC and peicWis ot 18 ars
Wers compared using ANOVA wilh Tukey's Post-Hoe test, Regression anatvsis
was used Io determine cofrelation between the parameters.

P values <0.05 were considered statisticaty significant,

‘abie 1. Aatidrotic Susceptiblity IC/MBE mog/mi)

WS ) e
Dagtomycin T iz
Kbenacin Quss ansezs
J— 2ame avio
Sertamicn P umes |

Crowth Cortret
bt e i
Arresencin

3vmn i

riteton

et BRI S
o

P
WS RESH ST MRSAGT

s 1708 146407

Dapm 77504 1804

bata 583 . 8304

s LI YR

o 3708 4D

oot OD4OB®Y  (071D0B 218013

“ Combsnation Theragy

+ Darto v Arbekactn

[

Baormyein &
e

B ERE]
Tine Py

" By § hours all daptowyrin regimens reseed in 99.9% KIF (21 log,g reduction
in CFWmA against all ilats. However, regrowth was noted against Mu-50
with alt dosages and with daptomyein 4 ma/kg every 24h for HIPSR3G [992).

> Atekacin alone resulted in mioimat kil and significant fegronwth agains|
Mu-50. Against HIPS85 1992] and MRSA-67 98.9% Kifl was chieved within
2 houts and maintaned TYBgiout the 48 hour Experimental pariod.

+ Combination therapy with dagtomeyoin (at all regimens) + arbokicln ‘against
Mui-50 rosulted in significant kit {99.9%) by 8 hours, which remained at the
fienit of Belection over 44 houts.

» Vanoomycln resulted In static actiy agatnst h

against MRSA-67, Howver, Synargistic

was achisved.

‘Gontamicin prodocerd skyilicant activity sgainst WPSEIS (902} and MRSA-7.

However, Mi-50 was fully resistast te gararmicin, resulting in no kil

2 VTS straing s minfnal kit
ith arbekacia against My-50

the highest ralla against
3. Atiskacin domonstrated STHAY ratias for RIPSAIS [997] and MRSA-GT, bul
a congierably fawer ratio fax My-50.

Conclusions

+ Daptomysin demenstrated significant activity agamst these fwo ViSA

Isolates ip <0.05).

Combination mu:py with dagtormycin and asbekacits prochiced synergistic

activity agoi

Daptmw:hlm’kgwuy?lhaq*\slm [992] resulted I significant

bectertal regrowth at 48 hours (1 <0.06), possibly due by 2 wtal dost

phenomena effecl, sinc daptomycirs 3 mg/kg avery 12 hours or daptomycin

6 mg/kq every 24 hours resuited in equal and significant kL

* Thers appeared to ba a trend toward AUC/MIG anel PR/MIC assaciation Witk
decreased CRIm! 2t 24 and 48 hours. However, further pharmacodymamic
parameters need to bs examined using 2 witer variety of arganisms with
difforing WHCs.

Akl ant Rybak, ICAAC 1999, Poster 4§57
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Daptomycin Susceptibility Tests: provisional Criteria, Quality Control,

and Importance of Ga** Concentration in Test Media

, AL Barry, and S.D. Brown e The Clinical Microbiology Institute ¢ 98725 SW Commerce Circle * Wilsonville, OR 87070
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v egainst nchdh
MRSA 304 VRE. Doptomyc Iy privarly elninated ot oy via 1 wrie,
suggesting y et
. v ¥ of daptomycin 1 4 murime model
of Gk, CF-1 fomale camagrenay

0.4 mg/mocse for conditionkng of the kideeys 7 days sior o ¥ inoculation with
310 ctu of  clikoaliscfate of VALE. St { B afles e inocslation, the mice wiss
treated wilh daptomycia 1 1, 5, an 25 mo/kg subcutanesisty (ST) or IV, bwice a oay
or 3 days. Khdngy mamogenates of each mouss Wace prepared and VRE counts {chupait
Kidnoys) wers detecroined 35 shown below:

oty ot
imeistraten Dagmaryen Dase iy}
5 ] 5 &
® NI o 3w sho
¥ FEFRLY RSO LT R LT

‘Baphrrarcit yratiment wis d5tociated with ¥ duta- dependant reduction i VRE touty
I Ihe infecied Kioreys, with approrimately 70°, S0, ind >99.9% eradication at dosw
fewote ot 1,5, and 25 mgA,  xdependent of route, There was R0 change
n dayiomycin MIC Ko organiams recavered from hidney hornogenates. Toess resuity
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Daptomycin Efficacy Against Vancomycin-Resistant

Enterococcus faecalis (URE)-Induced Pyelonephritis in the Mouse
T.Li,* X. Zhang, N. Oliver, J.A. Silverman, S. Smith, J.J. Lai, F.B. Oleson, and FP. Tally  Cubist Pharmaceuticals, Inc. « Cambridge, MA

1. T Exgevias the sficacy of Saptorepcin in & miebe mextel of praionmAils
e by Tancarmycin-resistant frerccoccas Becalts
2 o uaphiry the pharmacokinesic pevfle o dagtomycia i the mouss.
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Experimental Procedures

. Eficacy of daplamycin in mrias urary tract nfoction (T

1.7 study used -1 fomalz ice (Chartes Rier Lab, MA) welghing 2275 g. Each
5058 groun Wkt 4 mice, Water and Agway rodent chow were prowided ad fhitin
rooghat e stuey.

2.0n day 0, ll mica were infected N with D2 L of 0.2% Caiagesnai Lambida
iama e Co., S, Lowts, MO; G-8891 10 Sarage Ky function and ncreast
‘Ssceptbity o bactera nfecion,

2. The patiogen used o ndume UTHeaS 3 chical ot ol varoimycin-fesisiant
E foscalic (Cubist 480 Daplomyein I = 25 1) sotained Fvt Now Skt
Seecical Comte, O oy 6, e Daserts Stait ma coftred 1 Graka e kst
r0t 851, MO1 3 37T or 18 %, a0 fokoming 03n © esh e, he TS
oo 05 ASTEd By Méas he cptcal ey 503 3 K06

4 AT ot by varKoOL-BSAS § A00NY wi Flxhazed 3y 3 mocieadit
e method of Mokeonk ef ¥ ST ¢ AT T3 4 T-ne kTR, 1S

501
artemencd, FSEPRON Co¥, 35 STOUETRISES TGN R TGOS S
Syeionectets, / Antimician et 14

RN N W 0.2 i of T uury

0 rEPT 2.3, a0 € were ey wiS Dsrhven M0 300 78, i kg,
resmactvely. THG TAALTO WA G TAVR 1y B D IO s,

5.0 mice were S0 oy 20, TN KOS WO NSOV FORBLARY ]
Aganred Wi ¢ T of Typdoast Sa e 20 1, T The Nemegendies
wery Bt s Heart RSSO TR 306 BEVIRS 50 ErAernonsel 3yt (BRL
Wiceony SyStems, MBS comang § QAT VEGVTYON, YRE s weet deier.
e, 30 e bactera Steaf 2aSh DA 8 RFVS WRS AT and avesaged b
A 0D Coursts <X 10 2 e F KIS A SEsiSernd darilesd, Comparisons
Wt e T CERYS 158 RNECR-FARRS KR

B Parmucnkinetc cvaiiation of daptoraycin (Y and 5C) i 8 miviss.
TBther 2o 3 LD-1 forvale mce, waighing 20-25 3 Each, were Stk paf e poiok
2. Dtgtomyen 100 g wss adistered by GRS 195) ot Fvsos )
e Daptwmei: 3 Sigely SOkble : S
» Schecuis for SC anrdstation A4 me . M) Langes wark SR e § sgies
mice Aexihan 24 mice were rjsuted SC wih 133 T SsRerycR, Bod @iy
et ucied (vough EAOIaG Gurchre f3m 3 7 2 vath f 8 1oAY Yt
o0RS: 15 i, 30 min, 10,20, 3R AN 3R R
» Schecule o N dminisraton: A s 0, oo sl were sedectind Yo ¥ skor
e, Anoher 18 imice wers njscted KV WD 100 Iy sapmein Root sgses
2mice 1 205 12 T Ll 54

Do o MW Sk Yot o I, et

suirey: 2 e 5 i 15 i, 30 min, 1 820, 35 4B, 6B,
3 o 0.3-1 ) o ech mouse was coRected o @ sy el S 0 1
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A. Louie, MD,*

The Pharmacodynamics of Daptomycin as Determined for
Staphylococcus aureus in a Mouse Thigh Infection Model
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Table 2. Gaeuiated pharmacodynaric varaties b Bres
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In-Vive Pharmacotynamic Activity of Daptomycin (DAP) Against Multiple Bacterial Pathogen:

Abstract

Backgraund: The peak/MIC and 24-hr AUG/MIC are the PK/PD parameters that
best comrelate with in-vivo activity of DAP. We used the neutropenic murine thigh-
infection model 1o determine if the magnitude of the peak/MIC and 24-hr AUC/MIC
needed for efficacy of DAP varied amung pathogens (ncluding resistant strains.
Methods: Mice had 10**** cfuthigh of 4 isolates of S. aureus (1 MRSA} and

9 isolates of 5, preumoniae (2 PISP, 8 PRSP) when treated for 24 hrs with
6.38-400 mg/kg of DAP every 12 hws. Serum levels were determined by micra-
biologic assay. A sigrmoic dose-response model was used to esimate the doss
{mg/ka/24 trs) required to achiave a net bacteriostatic effect over 24 hrs,

HResutts: PK studies exhibited peakidose vakes of 2.8-5.2, 2
9.2-8.5, and half-lives of 1.1-1.2 hrs. Protein binding was 30%. MiGs ranged
froen 0.12-0.5 mg/L. Static doses for the various drgarisms rangsd from 1.0-28
mgka/day. Mean peak (treelMIC and 24l AUC ifreeVMIC valuis were 7.1 and
42 §, aurews and 2.4 and 15 for 5 posumonize. The tiferences were signifi-
et Mathiciflin and penicillin resistancs did not alter the magnitude of peskMIC
and AUCMIC reauirsd for efficacy.

Conchusions: The peak/MIC amd 24-hi AUCMIC of DAR iaaud ey
fficaty ware relatively similar among various pathogens and wirs aal aftsred by
drug rasistancs,

Background

Previous studies with daptomycin that the peak concentration

N. Safdar, D. Andes, and W.A. Craig * University of Wisconsin and VA Hospital « Madison, Wi

Results

The MICs for daptomycin rangesd from 0.12 to §.5 94, (see Tadle 1

The time course of serum concentrations is shawtt in Figl PY analysis
revealed peak/dose values of 2.8-5.2, AUC ose vatues of 3,2-9.5, and half-fives
of 1.1t0 1.2 hrs. The protein binding of dagtomyain i mouse serum was 30%,

Figure 1. Daptomycin Prarmacokineti

Cancertalion (inglL)

Tise st

AU were the parameters that best corlated with in-vive efficesy againa!
of MSSA and MRSA i the neutrapenic murine thigh-infscbion modsl idbsiract 154,
[CAAC 1987). We used the same modal to determing the magnituss of the peak/MIC
and the 24-hr AUT/MIC ratios required for sficacy of daptomyein agaist
strains of S, priecmonizs and $. aurevs, poluding isolates resistant to pe
methicillin,

Materials and Methods

Bacteria: The study ocganisms consisted al nine strains of Streptococcus pres
fiae {2 strains of PISP and 2 strains of PRSP) and four strains of Staphyiocaceu:
aurous {1 strain of MRSAL.

Mice: SPE tomale ICR/Swiss mice weighing 23-25 ¢.

Intection Modsts: Mice received two injections of cyclophosphamide (150 mgikg
4 days before study and 106 mg/kq 1 day before study). Thigh muscie was
intecled by direct injection of 0.1 mi of a 1:10 dilution of 10" bacteria. Animals
had 1077 chuthigh at the start of therapy.

Antimicrobial treatment was started 2 hys affer thigh infection and costinsed far

247w, Doses given sq ranged fron 0.38-400 mo/kg every 12 hrs. Two mice were
used for each dosing regimen.

Thigh muscles and fungs were removed and homogenized in iced saiits,
Aliquots of four serial 10-fold dilutions were plated on Slood or MH agar for
¢t determinations,

Pharmacokinetics: Serur sampies wefe obtained at various fimé poinds fofiowing

*single s¢ doses of 10 and 40 mgrkg of daptomycin. Serum concantrations were

determisied by microbiologic assay. Protein binging was determined by urafiltratiod.
Datz Analysis: An Emax dose-responise model based o the Hill squation was
used to calculate the doses required o produce a stalic 2ffact aed 1 and 2 fog chy
reductions below the starting inoculum,

Exbinx "0+ EDsc), where Exceffect, Enar=marimum effect, fhdise, EDsy=dise
that achieves 50% of the maxiawm effect, and n=sicpe of the duse-sffect curve,

The dose-response curves for 12-tourly admint
ple strains ol 5. preumoniae and S, au
tively. The dose-rasponse curves for the vars
refatively similar. The dose-respoase
almest identical

Figure 2 fosz-Response Relationships for Daptomycin Against
Strains of S. aurevs

L DORLITONGE Ware

for the foor strains of S auweus were

Chasege n Log., G Thgn

LX] 1 10 13

24-Hour Total Dose masah

Figure 3. Dose-Response Relationships for Daptomycin Against
Multiple Strains of 5. preumonias

Figure 4. Retalionship Between Daptomycin (Froe Drug) 24-N AUG/AEG and 26-4
Stalic Dose, 1 Log Kill and 2 Log Kill Agains! Mubtipte Organésss.

2 R l
£, 15
g 1
EER3 % ] |
. : 1 !
H k4 :
3 1
i
]
¥ W ) 1000 Swedew s lgRd ©
24-Hows Totd Dose (kg ke S
The magritude of the 24-he AUGMIC and peak/MIC ratios assogiated w Conclusions

doses required to produce a static effect of reduce chi by 1 and 2 logs var
24 hours are fisled in Table 1 and shown graphicaily in Figurs 4. Altheugh
static doses varied 28-fold and ranged from 1.0-28 mg:kgiday, the 24-hr ST
and peak MIC valuas for thase doses varied 7.1- 10 7.
The mean 24-hr AUC/MIC and peak/MIC values for § prreumey v 24
total drug and 16 and 2.4 for free drug) ware significantty loweer (p<0 95) than
those for $. aurets (438 and 71 Jor total drug dnd 44 and 7.1 for tree drug. Thus,
free drug concenirations need to averags abotl 1 timas the MIS ovse 24 s for
. preumonias and 2 times the MIC over 24 hrs for S aureus. Penisillin and
methicillin resistance did not alter the magnitude of the 24-hr AUG/MIC and
peak/MIC ratios of daptomycin that were required for efficacy.

Table 1. Activity of Daptomycin {Total Drug) Against Multiple Organisms

organism we 24K AU Rtk
] Sale flogn 2logki | Sote
ose Oose

PAMIC Ratier
TR 2(ea ki

R L KR AR ™ 52 251
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The mggnitude of the 24-hr AUC/MIC and peak/MIC of daptomycin that s
required for etficacy varied 7- to 8-fold with mutiple pathogens and was i
afteced by peniciilin or methicillin resistance,

The AUC/MIC and peak/MIC ratios required for sfficacy were about two-Tolc
Jower for 5. pneumoniae than for S. aureus.

Free drug concentrations of dapfornycin need to average from 1 io 2 Ywes
the MIC aver 24 bis to produce a bacteriostatic effect and 2 to 4 times the
MIC aver 24 hrs to produce over 99% Kiling.

Safdar et al, KAAC 1998, Poster #1789
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Once-Daily Dosing Decreases Toxicity of Daptomycin

F B Oleson, Jr.", C L Berman?, J B Kirkpatrick®, K S Regan®,
J-JLal', and F P Tally'

Cubist Pharmaceuma\s Inc., Cambridge, MA
oansultant Wayland, MA; “WIL Research Laboratories, Ashland, OH
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Abstract

Effect of Oral Daptomycin on Vancomycin-Resistant Enterococcus Faecium (VREF)
Gastrointestinal Tract Colonization in Antibiotic-Treated Mice

!\:\"q Cubist
2529 pharmaceuticals, inc

T. Li*, X. Zhang, N. Oliver, T. Andrew, J. Silverman, and F. P. Tally
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Effect of Daptomycin on Fecal Suspensions Seeded with a Vancomycin-Resistant Enterococcus

N.V. Jacobus*, B. Goldin, L. McDermott; D.R. Snydman
New England Medical Center and Tufts University Schoot of Medicine, Bostan, MA.
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Cubist Pharmaceuticals Announces Additional Positive
Safety and Efficacy Data on Cidecin(TM) (daptomycm) at
ICAAC 2000

Invited Speaker, Dr. David Snydman, Presents Data on New Phase I
Dose Escalation Trial and Phase I1 Studies

CAMBRIDGE, Mass., Sept. 19 /PRNewswire/ =-- Cubist Pharmaceuticals, Inc.
(Nasdaqg: CBST) announced the presentation of positive safety and efficacy data
on its novel investigational antibiotic Cidecin(TM) (daptomycin for injection)
yesterday at the 40th Interscience Conference on Antimicrobial Agents. and
Chemotherapy (ICAAC 2000). David R. Snydman, MD, Professor of Medicine at
Tufts University School of Medicine and Chief of Geographic Medicine and
Infectious. Disease at the New England Medical Center, discussed the
characteristics of daptomycin and presented new clinical data as part of
Monday afternoon's session on Emerging Therapies.

(Photo: http://www.newscom,com/cgi-bin/prnhi/20000717/CUBELOGO )

Most notable were data presented on a recently completed Phase I
daptomycin dose escalation study intended to assess the safety, tolerability
and pharmacokinetics of daptomycin given once a day at increasing doses.  In
the study, volunteers received once-daily doses of daptomycin at 4 mg/kg,

6 mg/kg or 8 mg/kg for up to 14 days.. The results of the study showed that no
serious adverse events were attributable to the use of daptomycin in any
patients at any of the doses studied.

Francis P. Tally, MD, Cubist's Executive Vice President for Scientific
Affairs commented, "In our current Phase III clinical trials in skin and soft
tissue infection, community-acquired pneumonia and complicated urinary tract
infection, as well as in our ongoing Phase II study in bacteremia, daptomycin
is being dosed at 4 mg/kg once daily.  We felt it important to complete the
Phase I dose escalation trial not only to present a more comprehensive safety
package to the FDA, but also to facilitate additional planned clinical trials,
in indications such as endocarditis and osteomyelitis, should higher dosing be
necessary.  We are very pleased with the results of the study and look forward
to. expanding our clinical experience: with Cidecin.”

In addition to the Phase I data, Dr. Snydman presented ddditional patient
data from Cubist's two ongoing Phase II studies. The first study is focused
on patients diagnosed with bacteremia, a seriocus bloodstream infeéction. The
second study is focused on patients who have failed or are unable to tolerate
other therapies for the treatment of serious Gram-positive infections,
including bacteremia, complicated skin and soft tissue infection, complicated
urinary tract infection, intra-abdominal infection and pneumonia. Combining
the data from the 4 mg/kg once-daily dosing regimen (see Table 1), daptomycin
had an overall clinical success late of: 93% in the modified intent-to-treat
population and 100% on the clinically evaluable patients. 1In terms of
microbiologic eradication, daptomycin demonstrated a 75% success rate: in the
modified intent-to-treat populaticn and a 100% success rate in
microbiologically evaluable patients. Comparable vancomycin data in the
bacteremia trial demonstrated a 64% clinical success rate in the modified
intent~to-treat population.  These additional data presented are consistent
with the data announced earlier this year; Cidecin appears to be efficacious
in the treatment of bacteremia and other sericus, life-threatening infections.

"As our experience with the use of daptomycin grows, I am pleased with its
clinical efficacy and good safety profilse,”: Dr. Sn;cman said. "Importantly,
the data emerging from the daptomycin ¢linical trials continue to show promise
to the medical community at a time when the need for novel antibiotics is
escalating as a result of the increased bacterial resistance seen worldwide.

Cidecin is the first in a new class of antibiotics that has demonstrated
rapid bactericidal activity against a wide range of Gram-positive bacteria,
including strains resistant to current therapies. Cidecin 1s being developed
to treat serious and life-threatening infections in hospitalized patients.
Multiple, global Phase III EDGE{TM) {(Evaluation of Daptomycin in Gram-positive

http:/.../0001316261&plainNews=Cubist+Pharmaceuticals+-+Officers&« EDATE=Sep+19,+200 9/27/00
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Entities) trials are currently underway investigating Cidecin's efficacy in
the treatment of complicated skin: and soft tissue infections (EDGESST).
Cidecin 'is also involved in two, open-label Phase II studies-one for the
treatment of bacteremia and another for the treatment of bacterial infections,
including endocarditis, osteomyelitis, complicated urinary tract infection
(cUTI), intra-abdominal infection and pneumonia, in patients who are
resistant, refractory or contraindicated (RRC) to other therapies. Cubist is
currently initiating Phase III trials in both ¢UTI (EDGEUTI) and community-
acquired pneumonia (EDGECAP).

Cubist Pharmaceuticals is focused on becoming a global leader in the
research, development and commercialization of novel antimicrobial drugs to
combat serious and life-threatening bacterial and fungal infections. Cubist
is evaluating the safety and efficacy of Cidecin(TM) (daptomycin for
injection) in the EDGE(TM) (Evaluation of Daptomycin in Gram-positive
Entities) clinical trial program and is engaged in multiple, strategic
partnerships, "including Novartis Pharma AG and Merck & Co. for the discovery

~and development of novel antiinfectives.

Cubist Safeharbor Statement

Statements contained herein that 'are not historical fact may be forward-
looking statements within the meaning of Section 27A of the Securities Act of
1933 and Section 21E of the Securities Exchange Act of 1934, that are subject
to a variety of risks and uncertainties. There are a number of important
factors that could cause actual results to differ materially from those
projected or suggested in any forward-looking statements made by the Company.
These factors include, but are not limited to: (i) the Company's. ability to
successfully complete product research and development,  including pre-clinical
and clinical studies and commercialization; (ii) the Company's ability to
obtain required governmental approvals; (iii) the Company's ability to attract
and/or maintain manufacturing, sales, distribution and marketing partners; and
(iv) the Company's ability to develop and commercialize its products before
its competitors. Additional factors that would cause actual results to differ
materially from those projected or suggested in any forward-looking statements
are. contained in the Company's filings with the Securities and Exchange
Commission, including those factors discussed under the caption "Risk Factors"
in the Company's Annual Report on Form 10-K/A (file No. 000-21379) filed on
April 3, 2000.

Table 1: Daptomycin Phase IT Clinical Summary
4 mg/kg IV Once~A-Day

Bacteremia and RRC Combined

Bacteremia Others Total

Site of Infection n (%) n (%) n (%)

Clinical Success Rate

Modified Intent-to-Treat* 15/17 (88) 11/11 (100) 26/28 (93)

Clinically Evaluable** 12/12 (100) 5/5 (100) 17/17 (100)
Microbiologic Eradication

Modified Intent-to-Treat* 13/17 (77 &/11 {73 21/28 (75)

Microbiologically

Evaluable*** 12712 (100) 3/3.(100) 15/15 (93)

* Modified Intent-to-Treat: All patients with documented Gram-

positive infections who:receive greater than or equal to 1 dose of
study medication

ok Clinically Evaluable Population: - Patients with documented Gram-
pocsitive infection who complete study evaluations that receive
greater than or egqual to 4 days study treatment and who satisfy
protocol eligibility and evaluation criteria

i Microbiologically Evaluable Population: Patients with appropriate
bacteriologic cultures obtained in accordance with protocol sampling
schemes (e.g. within 48 hours of initiating study therapy) and
appropriate post-therapy evaluation

http:/.../0001316261&plainNews=Cubist+Pharmaceuticals+-+Officers&  EDATE=Sep+19,+200 9/27/00
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Contacts:

Cubist Pharmaceuticals, Inc.

Jennifer LaVin

Senior Director, Corporate Communications
(617) 576-4258

Jlavin@cubist.con

Noonan/Russo Communications
Renee Connolly - media
(212) 696-4455 ext. 227
reneeBnoonanrussoc. com

SOURCE .- Cubist Pharmaceuticals, Inc.

Photo: = http://www.newscon.com/cgi-bin/prnh/20000717/CUBELOGO AP
Archive: http://photoarchive.ap.org PRN Photo Desk, 888-776-6555
or 201-369-3467

Company News On-Call: http://www.prnewswire.com/comp/.html or I
fax, 800-758-5804, ext. 119304

CONTACT: Jennifer LaVin, Senior Director, Corporate
Communications of Cubist Pharmaceuticals, Inc., 617-576-4258,
Jlavin@cubist.com or Renee Connolly - media of Noonan/Russo
Communications, 212~696-4455 ext. 227, reneelfnoonanrusso.com

ST PHARMACEUTICALS LOGO Cubist

CAPTION: CUBELOGO CUBT
(PRNewsFoto) [AG] CAMBRIDGE, MA USA

Pharmeceuticals. Logo.
07/17/2000
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Cubist Pharmaceuticals, Inc. Releases Online 1999
Annual Report - Company Chooses Cidecin(TM) as
Trade Name for Daptomycin -

CAMBRIDGE, Mass., April 12 /PRNewswire/ —- Cubist Pharmaceuticals, Inc.
(Nasdaq: CBST) today announced that its 1999 Annual Report is available
electronically at the company's Web site, htip:/ wow.cubist.ocom.  With the
release of this document Cubist also announced that it has chosen the trade
name Cidecin (TM) (daptomycin for injedétion) to desaribe its novel
antiinfective lead drug compound.

This is the second year that the company has taken advantage of the
Internet to make its annual report widely available. The company's Form 10-K
statement will still be available in hard copy and were mailed to all current
shareholders on or about April 10, 2000.

"We feel that the name Cidecin(TM) best conveys. the potent, bactericidal
nature of daptomycin,” said Scott Rocklage, Ph.D., chairman, president and
chief executive officer of Cubist. "Also, we are especially excited to
announce Cidecin's(TM) continued development and commercialization success in
our second online annual report.”

Cidecin(TM) is a novel antibiotic¢ with bactericidal activity against
Gram-positive bacteria including resistant strains. It is currently in Phase
ITT and Phase II clinical trials for the treatment of complicated skin and
soft tissue and bacteremia (bloodstream) infections, respectively. Cubist
also:plans to initiate a global Phase III clinical trial for complicated
urinary tract infection in the second quarter of 2000.

Cubist Pharmaceuticals, Inc. is a specialty pharmaceutical company focused
on the research, development and commercialization of novel antimicrobial
drugs to combat. serious and life threatening bacterial and fungi infections.
Cubist 1s evaluating the efficacy and safety of daptomycin in the EDGE (TM)
(Evaluation of Daptomycin in Gram-positive Entities) clinical trial program.

Cubist Safe Harbor Statement

Statements contained herein that are not historical facts may be
forward-looking. statements (within the meaning of Section 27A of the
Securities Act of 1933 and Section 21E. of the Securities Exchange Act of 1934)
that are subject to a variety of risks and uncertainties. There are a number
of important factors that could cause actual results to differ materially from
those projected or suggested in any forward-loocking statements made by the
Company. . These factors include, but are not limited to: (i) the Company's
ability to successfully complete product research and development, including
pre-clinical and clinical studies and commercialization; (ii) the Company's
ability to obtain required governmental approvals; (iii) the Company's ability
to:attract and/or maintain manufacturing, sales, distribution and marketing
partners; and (iv) the Company's ability to develop and commercialize its
products before its competitors. Additional factors that would cause actual
results to differ materially from those projected or suggested in any
forward-looking statements is contained in the Company's filings with the
Securities and Exchange Commission, inc¢luding those factors discussed under
the caption "Risk Factors” in the Company's Annual Report on Form 10K/A
(File No. 000-21379) filed with the Securities and Exchange Commission on
April 3, 2000.

For ‘additional information,; wvisit the Company's Internet web site at
http://www.cubist . fom or hito://wwe g 5. ¢

Contact: = Scott M. Rocklage, Ph.D., Chai
Pharmaceuticals Inc., 617-576-4150, or sr klagef@gubist.com; or Chris Morrison
{media) of Noonan/Russo Communications, 212-696-4455 ext. 230, or
c.morrison@noonanrusso.com, for Cubist Pharmaceuticals Inc.

irman, President & CEO of Cubist

http:.../0001188615&plainN ews=Cubist+Pharmaceuticals+-+Officers& EDATE=Apr+12,+200 9/27/00
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SOURCE - Cubist Pharmaceuticals, Inc.

Web site: htip://wiww.cubist.com hbttp:s//wuww. NOONanrusso. com

1§

Company News On-Call:  http://www.prrewswire.com/comp/119204.html
or fax, 800-758-5804, ext. 119304

CONTACT: Scott M. Rocklage, Ph.D., Chairman, President & CFEQ of
Cubist Pharmaceuticals. Inc., 617-576-4150, or
srocklage@cubist.com; or Chris Morrison (media) of Noonan/Russo
Communications, 212-696-4455 ext. 230, or
c.morrison@noonanrusso.com, for Cubist Pharmaceuticals Inc.
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Cubist and FDA Agree on Design of Additional Cidecin
Phase lll Clinical Trials

Company Poised to Begin Phase III Studies in Community-Acquired
Pneumonia and Complicated UTI

CAMBRIDGE, Mass., July 27 /PRNewswire/ -- Cubist Pharmaceuticals, Inc.
(Nasdaq: CBST) today announced progress on its Cidecin(TM) {daptomycin for
injection) clinical trial program following recent meetings with the Food &
Drug Administration (FDA). Cidecin is the first in a new class of
bactericidal antibiotics that is being developed to treat serious and 1life-
threatening infections, including those resistant to current therapies.

( Photo: http://wwy.newscom.com/cgi-bin/prnh/20000717/CURELOGO )

Cubist announced that FDA has indicated that the design of the Phase TII
trials for Cidecin for the treatment of both community-acquired pneumonia and
complicated urinary tract infection are acceptable.  These studies will take
place in the U.S. and internationally and the Company has indicated that over
150 ¢linical trial sites are currently being selected for participation in the
trials. Pending ethics committees' approvals, Cubist anticipates that patient
enrollment in these trials will begin in the fall.

Cubist also announced today that its Cidecin nonclinical package is
complete and has confirmation from FDA that no additional studies will be
required for registration. FDAR also recently confirmed that Cubist's approach
to registering the drug substance and drug product manufacturers. is
acceptable. Commenting on the meeting, Robert J. McCormack, Ph.D., Senior
Vice President of Drug Development at Cubist said, "To date, our interactions
with FDA have been very productivé. We are hopeful that this cooperative
atmosphere will continue and facilitate the registration process for Cidecin
and:any other antiinfective developed by Cubist in the future."

"It .is our goal to present the most comprehensive initial NDA package
possible to FDA," said Scott M. Rocklage, Ph.D., Chairman, President and CEO
of Cublst.  "To this end, we anticipate filing our Cidecin NDA for the
indications '6f skin and soft tissue infection and community-acquired
pneumonia, both with and without bacteremia. As additional Phase III Cidecin
trials are completed,” Dr. Rocklage concluded, "we will be filing supplemental
NDAs for indications that may include ‘endocarditis, complicated UTI and
osteomyelitis.”

A pivotal, international Phase IIIl study on Cidecin is currently underway
for the treatment of skin and soft tissue infection. To date, greater than
400 patients have been enrolled in these trials. The Company has indicated
that it expects completion of patient enrollment by the end of 2000, as
planned, - and-anticipates data and results from thesé trials to be released
during the first half of 2001.

Cubist Pharmaceuticals is focused on becoming a global leader in the
research, development and commercialization of novel antimicrobial drugs to
combat serious and life-threatening bacterial and fungal infections. Cubist
is evaluating the safety and efficacy of Cidecin (TM) (daptomycin. for
injection) in-the EDGE(TM) (Evaluation of Daptomycin in Gram=-positive
Entities) clinical trial program and is engaged in multiple, strategic
partnerships, including Novartis Pharma AG and Merck & Co. fér the discovery
and development of novel antiinfectives,

Cubist Safeharbor Statement

Statements contained herein that are not historical fact may be forward-
looking statements within the meaning of Section 27A of the Securities Act of
1933  and Section 21E of the Securities Exchange Aot of 1934, that are subject
to a variety of risks and uncertainties. There are a number of important
factors that could cause actual results to differ materially from those
projected or suggested in any forward-looking. statements made by the Company.
These factors include, but are not limited to: (i) the Company's ability to
successfully complete product research and development, including pre-clinical
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and clinical studies and commercialization; (ii) the Company's ability to
obtain required governmental approvals;  (iii) the Company's ability to attract
and/or maintain manufacturing, sales, distribution and marketing partners; and
(iv) the Company's ability to develop and commercialize its products before
its competitors. Additional factors that would cause actual results to differ
materially from those projected or suggested in any forward-looking statements
dare. contained in the Company's filings with the Securities and Exchange
Commission, including those factors discussed under the caption "Risk Factors"
in the Company's Annual Report on Form 10-K/A (file No. 000-21379) filed on
April 3, 2000.

For 'additional information, wvisit the Company's web site at
http://www.cubist.oom or http://wWww.nOONAnrusso. Com.

SOURCE * Cubist Pharmaceuticals, Inc.

Web . site:  http:r/ Jwww, cubist, som

Company News On~Call: http://www.prnewswire.com/comp/119304.html
or fax, 800-758-5804, ext. 119304

CONTACT: Jennifer LaVin, Senior Director, Corporate
Communications of Cubist Pharmaceuticals, Inc., 617-576-4258,
Jlavin@cubist.com or Chris Morrison - media of Noonan/Russo
Communications, 212~696-4455, ext. 230,
c.morrison@noonanrusso.com

Phéto: httD://www.newscom.com/cqi—bin/prnh/2000O717/CUBELOQQ AP
Archive: http://photoarchive.ap.org PRN Photo Desk, 888-776~6555
or 201-369-3467 ‘

CAPTION: CUBELOGO CUBIST PHARMACEUTICALS LOGO Cubist
Pharmeceuticals Logo. (PRNewsFoto) [AG] CAMBRIDGE, MA USA
07/17/2000
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Cubist Pharmaceuticals Presents Phase Il Daptomycin
Data at the 4th Decennial International Conference on
Nosocomial and Healthcare-Associated Infections

— Daptomycin, a Novel Antibiotic, Shows Promise in the Treatment of
Bacteremia and Sericus Gram-Positive Infections -

CAMBRIDGE, Mass., March € /PRNewswire/ -- Cubist Pharmaceuticals, Inc.
(Nasdag: CBST) yesterday presented positive efficacy and safety data from its
ongoing dose~ranging phase II studies of daptomycin, a new class of
bactericidal antibiotic being developed to treat serious and life-threatening
Gram-positive infections. The dose-ranging phase II opén-label clinical
studies were presented at the Center For Disease Control's (CDC) 4th Decennial
Conference on Nosocomial and Healthcare-Associated Infections held in Atlanta.
The objective of these Phase II trials was to investigate dose selection based
on:clinical efficacy and safety. The combined Phase II c¢linical trial data
showed that daptomycin, administered once-a-day at 4 mg/kg, has a 91% clinical
success rate. In addition, daptomycin administered once-a-day at 4 mg/kg ]
demonstrated a 86% clinical success rate in a subset of patients infected with
a vancomycin-resistant pathogen or who were intolerant or refractory to
vancomycin.
"We are very pleased with the continued clinical success of daptomycin,
particularly since we've presented ocur findings at this important CDC
conference, " said Francis P. Tally, MD, executive vice president of scientific
affairs at Cubist. - "This data suggests that a once-a-day regimen of
daptomycin is safe and effective against serious and life-threatening
infections, as well as antibiotic resistant populations.”
The daptomycin data discussed were from two ongoing multi-center
open-label phase II studies. The first study is focused on patients diagnosed
with' bacteremia, a serious bloodstream infection. The second study is focused
on: patients who have failed or are unable to tolerate other therapies for the
treatment of serious Gram-positive infections, including bacteremia,
complicated skin and skin structure, complicated urinary tract infection,
intra-abdominal infection and pneumonia. The combined data consisted of
63 evaluable patients in total, 56 patients were initiated on one of three
doses of daptomycin (4 mg/kg once-a-day, 6 mg/kg once-a-day, or 3 mg/kg
twice-a-day) and seven patients were placed on standard doses of an optimal
comparator regimen, either vancomycin, oxacillin or nafcillin.
The data in Table 1, which are based on a modified intent-to-treat
analysis, shows that daptomycin provided an overall clinical success rate of
91% (4 mg/kg once-a-day), 63% (6 mg/kg once-a-day) and 45% (3 mg/kg
twice-a-day) of patients, compared with 71% in the comparator arm. Once-a~day
dosing of daptomycin (4 mg/kg or 6 mg/ky) in bacteremic patients was '
clinically successful in 80% ‘and 65% of patients, respectively. The data in
Table 2 show that daptomycin had a microbiologic eradication rate of 91%
(4 mg/kg once-a-day), 67% (6 mg/kg once-a-day), and 55% (3 mg/kg twice-a-day)
of ‘patients, compared with 71% in the comparator arm.  The data in Table 3
show that in patients that are resistant, refractory or contraindicated for
vancomycin, daptomycin had a clinical success rate of 86% at 4 mg/kg
once=-a-day. 3
Daptomycin alsoc had a favorable safety profile similar to the comparator i
agents.  Specifically, laboratory and clinical measures of adverse events,
such - as musculoskeletal, vascular or gastrointestinal, were comparable to
standard treatment. Thérefore, daptomycin appears to be safe and
well-tolerated, with no trends in drug-related local or systemic adverse
events.
"These preliminary data on daptomycin correlate well with what we have
observed in patients treated with daptomycin at our medical center," said
David Snydman, MD, Professor: of Medicine at Tufts University Medical Center
and Chief of Infectious Disease at the New England Medical Center.
"Daptomycin would be an. important addition to our antibiotic arsenal with the
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potential to significantly aid in the treatment of patients infected with
Gram-positive bacteria.”

Based on these phase II data, Cubist will continue the clinical
investigation of once-a-day daptomycin in patients with serious infections,
including bacteremia., During 2000, Cubist plans to expand clinical studies
into other seriocus and life-threatening infections including complicated

-urinary tract infections and endocarditis.

- Daptomycin, a novel lipopeptide being developed by Cubist, has
demonstrated potent bactericidal activity in vitro against Gram-positive
bacteria including methicillin resistant staphylococci (MRSA),. vancomycin
resistant enterococci (VRE) and glycopeptide intermediate susceptible
staphylococci (GISA). In the first quarter of 1999, Cubist commenced one US
and one worldwide phase III clinical trial investigating once-a-day daptomycin
(4 mg/kg once-a-day) in complicated skin and soft tissue infections.

Cubist Pharmaceuticals, Inc. is a specialty pharmaceutical company focused
on the research, development and commercialization of novel antimicrobial
drugs. to combat serious life threatening bacterial and fungal infections.
Cubist is evaluating the efficacy and safety of daptomycin in the EDGE (TM)
(Evaluation of Daptomycin in Gram-positive Entities) clinical trial program.
Cubist is engaged in strategic partnerships with Novartis Pharma AG, Merck &
Co., Inc. and Bristol-Myers Squibb for the discovery and development of novel
antiinfective products, and has formed biotechnology alliances with ArQule,
Inc. and Neurogen Corporation.

Cubist Safeharbor Statement

Statements contained herein that are not historical facts may be
forward-looking statements (within the meaning of Section 27A of the
Securities Act of 1933 and Section 21E of the Securities Exchange Act of 1934)
that are subject to a variety of risks and uncertainties. There are a number
of important factors that could cause actual results to differ materially from
those projected or suggested in any. forward-looking statements made by the
Company.. These factors include, but are not limited to: (i) the Company's
ability to successfully complete product research and development, including
pre-clinical and clinical studies and commercialization; (ii) the Company's
ability to obtain required governmental approvals; (iii) the Company's. ability
to attract and/or maintain manufacturing, sales, distribution and marketing
partners; and (iv) the Company's ability tco develop and commercialize its
products before its competitors. Additional factors that would cause actual
results to differ materially from those projected or suggested in any
forward-looking statements is contained in the Company's. filings with the
Securities and Exchange Commission, including those factors discussed under
the caption: "Risk Factors” in the Company's 5-3 Registration Statement, dated
February 8, 2000.

Table 1: Daptomycin Clinical Success Rates*
Modified Intent-to-Treat Population

BAC and RRC Combined

!
Site of Infection 4 mg/kg g24h 6 mg/kg g24h 3 mg/kg glZh Comparator** ,
|

n (%) n (%) n {%) n (%)
Bacteremia 8/10 (80} 11/17-(65) 5/11:(45) 577 (71)
All Others 11/11 - (100) 477 (57) N/A N/B
Total 19/21 (91) 15/24:(63) 5/11:(45) 5/7 (71)
* . Clinical Success Rates = Cure + Improvement
** BAC only
Table 2: Daptdmycin Microbiological Eradication Rates

Modified Intent-to-Treat Population
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BAC and RRC Combined

Site of
Infection 4 mg/kg g24h 6 myg/kg g24h 3 mg/kg ql2h Comparator*
n (%) n (%) n (%) n (%)
Bacteremia 8/10 (80) 11/17 (65) 6/11 (55) 5/7 (71)
All Others 11711 (100) 5/7 (71) N/A N/A
Total 15/21 (91) 16/24 (67) 6/11 (55) 5/7 (71)
* BAC only
Table 3: Daptomycin Clinical Success Rates¥*
RRC Protocol**
}
Site of Infection 4 mg/kg g24h 6 mg/kg q24h 3 mg/kg gqlzh ‘
n (%) n. (%) n (%)
All Infections 12/14 {86) 8/15 (53) 0/3 (0)

*. Clinical Success Rates = Cure + Improvement
** RRC = Resistant, Refractory, Contraindicated

For additional information, visit the Company's Internet web site at
http://www.cubist.com or http://WWwW.NooOnanrusso. com.

Contact: - Scott M. Rocklage, Ph.D., President and CEO of Cubist
Pharmaceuticals, Inc., 617-576-4150, or srocklage@cubist.com; or Chris
Morrison, media, of Noonan/Russo Communications, 212-696-4455, ext. 230, or
¢c.morrjison@noonanrussc.com, for' Cubist Pharmaceuticals, Inc.

SOURCE' = Cubist Pharmaceuticals, Inc.

Web site:

smohttp//www. noonanrusso. con

Company News On-Call: htip://www.prnewswirée.com/comp/119304.html
or fax, 800-758-5804, ext. 119304

CONTACT: Scott M. Rocklage, Ph.D., President and CEQO of Cubist
Pharmaceuticals, Inc., €17-576-4150, or srocklagefcubist.com; or
Chris Morrison, media, of Noonan/Russo Communications,
212-696-4455, ext. 230, or c¢c.morrisonf@noonanrusso.con, for Cubist
Pharmaceuticals, Inc.
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Cubist Pharmaceuticals, Inc. is focused on the discovery, development
and commercialization of novel antiinfectives to treat infections caused
by bacterial and fungal pathogens. Cidecin™ (daptomycin for injection),
the Company's lead product, is a unique agent with potent bactericidal
activity that addresses the critical need for new antibiotics to treat
infections including those caused by resistant pathogens. The Company
has initiated Phase llI clinical trials of intravenous Cidecin for the
treatment of complicated skin and soft tissue infections and a Phase ||
trial for bacteremia. Cubist expects to begin additional Phase Ill trials for
Cidecin™ for the treatment of community-acquired pneumonia and
complicated urinary tract infection during the second half of 2000.

Cubist has developed its proprietary VITA™ Technology (Validation In
vivo of Targets and Assays for Antiinfectives) to efficiently integrate the
power of genomics, proteomics, phage display technology and animal
models of infection for the discovery of quality, lead compounds that
inhibit validated, antiinfective targets. VITA couples the validation of
antiinfective targets during an established infection in a mouse model
system with assay development for the discovery of novel drug leads that
bind to functionally relevant sites on targets. Cubist is applying its
expertise to discover and develop novel compounds with a broad
spectrum of activity against life-threatening infectious organisms such as
methicillin resistant Staphyloccocus aureus (MRSA) and vancomycin
resistant enterococci (VRE). In February 1999, the Company entered into
a Collaborative Research and License Agreement with Novartis Pharma
AG pursuant to which the Company granted Novartis a non-exclusive
license to the VITA technology. In return, the Company received funds in
the form of an up front equity investment, and will receive revenue in the
form of research costs reimbursements, research and development
milestone payments, and royalties on sales of drugs.
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