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As for why radiologists may order ex-
tra scans, coauthor Dr. J. Louis Hinshaw,
also with the UW-Madison, said it may
be that radiologists simply have the abil-
ity and tools available to perform the
tests. Also, protocols are set up on CT
scanners beforehand and are often de-
signed to answer “what if” scenarios, in
which additional views may be needed.
“There is some risk-aversion that comes
into play,” he said at the briefing.

Of the 500 patients, 7% had findings
that would not have been identified with-
out the extra scans, but most of these were
not clinically relevant, Dr. Hinshaw said.

The Radiological Society of North
America has partnered with the Ameri-
can College of Ra-
diology to create a
task force on adult
radiation protec-
tion to increase
awareness of cu-
mulative dose and
radiation risks.

Both researchers
stressed that CT is
a valuable diagnos-
tic tool and that the study findings should
not impede use of the technology.

Press briefing moderator Dr. Robert
Zimmerman, professor of radiology at

Weill Cornell
‘At the doses Medical College in
seen in our study, New York, con-
1in 1,000 curred. He sug-
patients could gested that pa-
geta tients investigate
radiation-induced  the radiation pro-
cancer.’ tocol at their insti-

tution and ask
DR. GUITE their physicians

what steps are be-
ing taken to minimize radiation dose.
“We don’t want to damage patients,

IMAGING

but we know we have the technology
that is very useful in saving people’s
lives,” Dr. Zimmerman said. “We are
trying to balance the two.”

In the current study, patients with a
malignancy were 22% more likely to re-
ceive excess radiation, Dr. Guite said.

Delayed-phase imaging, performed
after a contrast agent has accumulated
in the kidneys/bladder, accounted for
77% of the unnecessary scans.

There was no study sponsorship, but
one coauthor disclosed being a stock
holder with NeuWave Medical Inc. and
a patent holder with Covidien AG. W

values than many full-term neonates and older infants. Therefore, these pre-term
neonates should be initiated with a dosing regimen of 10 mg/kg g12h. Consideration
may be given to the use of a 10 mg/kg q8h regimen in neonates with a sub-optimal
clinical response. All neonatal patients should receive 10 mg/kg q8h by 7 days of life. In
limited clinical experience, 5 out of 6 (83%) pediatric patients with infections due to
Gram-positive pathogens with MICs of 4 ug/mL treated with ZYVOX had clinical cures.
However, pediatric patients exhibit wider variability in linezolid clearance and systemic
exposure (AUC) compared with adults. In pediatric patients with a sub-optimal clinical
response, particularly those with pathogens with MIC of 4 pg/mL, lower systemic
exposure, site and severity of infection, and the underlying medical condition should
be considered when assessing clinical response. Geriatric Use Of the 2046 patients
treated with ZYVOX in Phase 3 comparator-controlled clinical trials, 589 (29%) were 65
years or older and 253 (12%) were 75 years or older. No overall differences in safety or
effectiveness were observed between these patients and younger patients.

ADVERSE REACTIONS Adult Patients The safety of ZYVOX formulations was evaluated in
2046 adult patients enrolled in seven Phase 3 comparator-controlled clinical trials, who
were treated for up to 28 days. In these studies, 85% of the adverse events reported
with ZYVOX were described as mild to moderate in intensity. The incidence (%) of
adverse events reported in at least 2% of patients treated with either ZYVOX (n=2046)
or all comparatorst (n=2001) in these trials were as follows: diarrhea 8.3 and 6.3;
headache 6.5 and 5.5; nausea 6.2 and 4.6; vomiting 3.7 and 2.0; insomnia 2.5 and 1.7;
constipation 2.2 and 2.1; rash 2.0 and 2.2; dizziness 2.0 and 1.9; and fever 1.6 and 2.1
respectively. The most common adverse events in patients treated with ZYVOX were
diarrhea (incidence across studies: 2.8% to 11.0%), headache (incidence across studies:
0.5% to 11.3%), and nausea (incidence across studies: 3.4% to 9.6%). The percent of
drug-related adverse events in at least 1% of adult patients in a trial involving the
treatment of uncomplicated skin and skin structure infection comparing ZYVOX 400 mg
q12h (n=548) to clarithromycin 250 mg q12h (n=537) were 25.4 and 19.6 respectively. The
percent of patients discontinuing drug due to drug-related adverse events* were 3.5
and 2.4 respectively. The incidence of drug-related adverse events occurring in >1% of
adult patients were diarrhea 5.3 and 4.8; nausea 3.5 and 3.5; headache 2.7 and 2.2; taste
alteration 1.8 and 2.0; vaginal moniliasis 1.6 and 1.3; fungal infection 1.5 and 0.2;
abnormal liver function tests 0.4 and 0.0; vomiting 0.9 and 0.4; tongue discoloration 1.1
and 0.0; dizziness 1.1 and 1.5; and oral moniliasis 0.4 and 0.0 respectively. The percent of
drug-related adverse events in at least 1% of adult patients in all other indications of
ZYVOX 600 mg q12h (n=1498) versus all other comparators® (n=1464) with at least 1 drug-
related adverse event was 20.4 and 14.3 respectively. The percent of adult patients
discontinuing due to drug-related adverse events* was 2.1 and 1.7 respectively. The
incidence of drug-related adverse events occurring in >1% of adult patients were
diarrhea 4.0 and 2.7; nausea 3.3 and 1.8; headache 1.9 and 1.0; taste alteration 0.9 and
0.2; vaginal moniliasis 1.0 and 0.4; fungal infection 0.1 and <0.1; abnormal liver function
tests 1.3and 0.5; vomiting 1.2 and 0.4; tongue discoloration 0.2 and 0.0; dizziness 0.4 and
0.3; and oral moniliasis 1.1 and 0.4. Other adverse events reported in Phase 2 and Phase
3 studies included oral moniliasis, vaginal moniliasis, hypertension, dyspepsia, localized
abdominal pain, pruritus, and tongue discoloration. Pediatric Patients The safety of
ZYVOX formulations was evaluated in 215 pediatric patients ranging in age from birth
through 11 years, and in 248 pediatric patients aged 5 through 17 years (146 of these
248 were age 5 through 11 and 102 were age 12 to 17). These patients were enrolled in
two Phase 3 comparator-controlled clinical trials and were treated for up to 28 days. In
these studies, 83% and 99%, respectively, of the adverse events reported with ZYVOX
were described as mild to moderate in intensity. In the study of hospitalized pediatric
patients (birth through 11 years) with Gram-positive infections, who were randomized
2 to 1 (linezolid:vancomycin), mortality was 6.0% (13/215) in the linezolid arm and 3.0%
(3/101) in the vancomycin arm. However, given the severe underlying illness in the
patient population, no causality could be established. The incidence of adverse events
reported in 2% of pediatric patients treated for uncomplicated skin and skin structure
infections! with ZYVOX (n=248) or cefadroxil (n= 251) were fever 2.9 and 3.6; diarrhea 7.8
and 8.0; vomiting 2.9 and 6.4; rash 1.6 and 1.2; headache 6.5 and 4.0; upper respiratory
infection 3.7 and 5.2; nausea 3.7 and 3.2; trauma 3.3 and 4.8; pharyngitis 2.9 and 1.6;
cough 2.4 and 4.0; generalized abdominal pain 2.4 and 2.8; localized abdominal pain 2.4
and 2.8; loose stools 1.6 and 0.8; localized pain 2.0 and 1.6; skin disorder 2.0 and 0.0
respectively. The incidence of adverse events reported in >2% of pediatric patients
treated for all other indications" with either ZYVOX (n=215) or vancomycin (n=101) in
comparator-controlled trials were fever 14.1 and 14.1; diarrhea 10.8 and 12.1; vomiting
9.4and 9.1; sepsis 8.0 and 7.1; rash 7.0 and 15.2; headache 0.9 and 0.0; anemia 5.6 and 7.1;
thrombocytopenia 4.7 and 2.0; upper respiratory infection 4.2 and 1.0; nausea 1.9 and
0.0; dyspnea 3.3 and 1.0; reaction at site of injection or of vascular catheter 3.3 and 5.1;
trauma 2.8 and 2.0; pharyngitis 0.5 and 1.0; convulsion 2.8 and 2.0; hypokalemia 2.8 and
3.0; pneumonia 2.8 and 2.0; thrombocythemia 2.8 and 2.0; cough 0.9 and 0.0; generalized
abdominal pain 0.9 and 2.0; localized abdominal pain 0.5 and 1.0; apnea 2.3 and 2.0;
gastrointestinal bleeding 2.3 and 1.0; generalized edema 2.3 and 1.0; loose stools 2.3
and 3.0; localized pain 0.9 and 0.0; and skin disorder 0.9 and 1.0. The percent of pediatric
patients treated for uncomplicated skin and skin structure infections! with either
ZYVOX (n=248) or cefadroxil (n=251) and with >1 drug-related adverse event occurring
in more than 1% of patients were 19.2 and 14.1 respectively. The percent of pediatric
patients discontinuing due to a drug-related adverse event was 1.6 and 2.4 respectively.
The incidence of drug-related adverse events reported in more than 1% of pediatric
patients (and more than 1 patient) were diarrhea 5.7 and 5.2; nausea 3.3 and 2.0;
headache 2.4 and 0.8; loose stools 1.2 and 0.8; vomiting 1.2 and 2.4; generalized
abdominal pain 1.6 and 1.2; localized abdominal pain 1.6 and 1.2; eosinophilia 0.4 and 0.4;
rash 0.4 and 1.2; vertigo 1.2 and 0.4 and pruritus at non-application site 0.4 and 0.0
respectively. The percent of pediatric patients treated for all other indications® with
either ZYVOX (n=215) or vancomycin (n=101) and with >1 drug-related adverse event
occurring in more than 1% of patients were 18.8 and 34.3 respectively. The percent of
patients discontinuing due to a drug-related adverse event were 0.9 and 6.1
respectively. The incidence of drug-related adverse events reported in more than 1%
of pediatric patients (and more than 1 patient) were diarrhea 3.8 and 6.1; nausea 1.4 and
0.0; loose stools 1.9 and 0.0; thrombocytopenia 1.9 and 0.0; vomiting 1.9 and 1.0; anemia
1.4:and 1.0; eosinophilia 1.4 and 0.0; rash 1.4 and 7.1; oral moniliasis 0.9 and 4.0; fever 0.5
and 3.0; pruritus at non-application site 0.0 and 2.0; and anaphylaxis 0.0 and 10.1¢
respectively. Laboratory Changes ZYVOX has been associated with thrombocytopenia
when used in doses up to and including 600 mg every 12 hours for up to 28 days. In
Phase 3 comparator-controlled trials, the percentage of adult patients who developed
a substantially low platelet count (defined as less than 75% of lower limit of normal
and/or baseline) was 2.4% (range among studies: 0.3 to 10.0%) with ZYVOX and 1.5%
(range among studies: 0.4 to 7.0%) with a comparator. In a study of hospitalized
pediatric patients ranging in age from birth through 11 years, the percentage of
patients who developed a substantially low platelet count (defined as less than 75% of
lower limit of normal and/or baseline) was 12.9% with ZYVOX and 13.4% with
vancomycin. In an outpatient study of pediatric patients aged from 5 through 17 years,
the percentage of patients who developed a substantially low platelet count was 0%
with ZYVOX and 0.4% with cefadroxil. Thrombocytopenia associated with the use of
ZYVOX appears to be dependent on duration of therapy, (generally greater than 2
weeks of treatment). The platelet counts for most patients returned to the normal
range/baseline during the follow-up period. No related clinical adverse events were

identified in Phase 3 clinical trials in patients developing thrombocytopenia. Bleeding

events were identified in thrombocytopenic patients in a compassionate use program

for ZYVOX; the role of linezolid in these events cannot be determined (see WARNINGS).

Changes seen in other laboratory parameters, without regard to drug relationship,

revealed no substantial differences between ZYVOX and the comparators. These

changes were generally not clinically significant, did not lead to discontinuation of
therapy, and were reversible. The percent of adult patients with at least one
substantially abnormal hematologic™ value in patients treated with ZYVOX 400 mg q12h
or clarithromycin 250 mg g12h for uncomplicated skin and skin structure infections

were as follows: hemoglobin (g/dL) 0.9 and 0.0; platelet count (x 10%’mm?) 0.7 and 0.8;

WBC (x 10°/mm?) 0.2 and 0.6; neutrophils (x 10%’mm?) 0.0 and 0.2 respectively. The

percent of adult patients with at least one substantially abnormal hematologic™ value

in patients treated with ZYVOX 600 mg g12h or a comparators were as follows:

hemoglobin (9/dL) 7.1 and 6.6; platelet count (x 10°’mm?) 3.0 and 1.8; WBC (x 10/mm?)

2.2 and 1.3 and neutrophils (x 10%/mm?) 1.1 and 1.2 respectively. The percent of adult

patients with at least one substantially abnormal serum chemistry™ value in patients

treated with ZYVOX 400 mg g12h or clarithromycin 250 mg 12h for uncomplicated skin

and skin structure infections were as follows: AST (U/L) 1.7 and 1.3; ALT (U/L) 1.7 and 1.7;

LDH (U/L) 0.2 and 0.2; alkaline phosphatase (U/L) 0.2 and 0.2; lipase (U/L) 2.8 and 2.6;

amylase (U/L) 0.2 and 0.2; total bilirubin (mg/dL) 0.2 and 0.0; BUN (mg/dL) 0.2 and 0.0; and

creatinine (mg/dL) 0.2 and 0.0 respectively. The percent of adult patients with at least

one substantially abnormal serum chemistry'* value in patients treated with ZYVOX 600

mg q12h or a comparators were as follows: AST (U/L) 5.0 and 6.8; ALT (U/L) 9.6 and 9.3;

LDH (U/L) 1.8 and 1.5; alkaline phosphatase (U/L) 3.5 and 3.1; lipase (U/L) 4.3 and 4.2;

amylase (U/L) 2.4 and 2.0; total bilirubin (mg/dL) 0.9 and 1.1; BUN (mg/dL) 2.1 and 1.5; and

creatinine (mg/dL) 0.2 and 0.6 respectively. The percent of pediatric patients with at
least one substantially abnormal hematologic* value in patients treated with ZYVOX or
cefadroxil for uncomplicated skin and skin structure infections! were as follows:
hemoglobin (g/dL) 0.0 and 0.0; platelet count (x 10%/mm?) 0.0 and 0.4; WBC (x 10°/mm?)

0.8 and 0.8; neutrophils (x 10°/mm?) 1.2 and 0.8 respectively. The percent of pediatric

patients with at least one substantially abnormal hematologic** value in patients

treated with ZYVOX or vancomycin for any other indication' were as follows:

hemoglobin (g/dL) 15.7 and 12.4; platelet count (x 10°/mm?) 12.9 and 13.4; WBC (x 10%/

mm?) 12.4 and 10.3 and neutrophils (x 10°/mm?) 5.9 and 4.3 respectively. The percent of

pediatric patients with at least one substantially abnormal serum chemistry? value in

patients treated with ZYVOX or cefadroxil for uncomplicated skin and skin structure
infections! were as follows: ALT (U/L) 0.0 and 0.0; lipase (U/L) 0.4 and 1.2; and creatinine

(mg/dL) 0.4 and 0.0 respectively. The percent of pediatric patients with at least one

substantially abnormal serum chemistry? value in patients treated with ZYVOX or

vancomycin for any other indication® were as follows: ALT (U/L) 10.1 and 12.5; amylase

(U/L) 0.6 and 1.3; total bilirubin (mg/dL) 6.3 and 5.2; and creatinine (mg/dL) 2.4 and 1.0

respectively. Postmarketing Experience Myelosuppression (including anemia,

leukopenia, pancytopenia, and thrombocytopenia) has been reported during
postmarketing use of ZYVOX (see WARNINGS). Peripheral neuropathy, and optic
neuropathy sometimes progressing to loss of vision, have been reported in patients
treated with ZYVOX. Lactic acidosis has been reported with the use of ZYVOX (see

PRECAUTIONS). Although these reports have primarily been in patients treated for

longer than the maximum recommended duration of 28 days, these events have also

been reported in patients receiving shorter courses of therapy. Serotonin syndrome
has been reported in patients receiving concomitant serotonergic agents, including
antidepressants such as selective serotonin reuptake inhibitors (SSRIs) and ZYVOX (see

PRECAUTIONS). Convulsions have been reported with the use of ZYVOX (see

PRECAUTIONS). Anaphylaxis, angioedema, and bullous skin disorders such as those

described as Stevens Johnson syndrome have been reported. These events have been

chosen for inclusion due to either their seriousness, frequency of reporting, possible
causal connection to ZYVOX, or a combination of these factors. Because they are
reported voluntarily from a population of unknown size, estimates of frequency
cannot be made and causal relationship cannot be precisely established. OVERDOSAGE

In the event of overdosage, supportive care is advised, with maintenance of glomerular

filtration. Hemodialysis may facilitate more rapid elimination of linezolid. In a Phase 1

clinical trial, approximately 30% of a dose of linezolid was removed during a 3-hour

hemodialysis session beginning 3 hours after the dose of linezolid was administered.

Data are not available for removal of linezolid with peritoneal dialysis or hemoperfusion.

Clinical signs of acute toxicity in animals were decreased activity and ataxia in rats and

vomitirgg ellnd tremors in dogs treated with 3000 mg/kg/day and 2000 mg/kg/day,

respectively.

*MDRSP refers to isolates resistant to 2 or more of the following antibiotics: penicillin,
second-generation cephalosporins, macrolides, tetracycline, and trimethoprim/
sulfamethoxazole.

*Comparators included cefpodoxime proxetil 200 mg PO q12h; ceftriaxone 1 g IV
a12h; clarithromycin 250 mg PO q12h; dicloxacillin 500 mg PO q6h; oxacillin 2 g IV géh;
vancomycin1g IV g12h.

*The most commonly reported drug-related adverse events leading to discontinuation
in patients treated with ZYVOX were nausea, headache, diarrhea, and vomiting.

$ Comparators included cefpodoxime proxetil 200 mg PO q12h; ceftriaxone 1 g IV g12h;
dicloxacillin 500 mg PO q6h; oxacillin 2 g IV g6h; vancomycin 1 g IV q12h.

I'Patients 5 through 11 years of age received ZYVOX 10 mg/kg PO g12h or cefadroxil
15 mg/kg PO q12h. Patients 12 years or older received ZYVOX 600 mg PO q12h or
cefadroxil 500 mg PO q12h.

TPatients from birth through 11 years of age received ZYVOX 10 mg/kg IV/PO g8h or
vancomycin 10 to 15 mg/kg IV q6-24h, depending on age and renal clearance.

*These reports were of 'red-man syndrome,” which were coded as anaphylaxis.

**<75% (<50% for neutrophils) of Lower Limit of Normal (LLN) for values normal
aE gaselline; <75% (<50% for neutrophils) of LLN and of baseline for values abnormal
at baseline.

*>2 x Upper Limit of Normal (ULN) for values normal at baseline; >2 x ULN and >2 x
baseline for values abnormal at baseline.

#<75% (<50% for neutrophils) of Lower Limit of Normal (LLN) for values normal at
baseline; <75% (<50% for neutrophils) of LLN and <75% (<50% for neutrophils, <90%
for hemoglobin if baseline <LLN) of baseline for values abnormal at baseline.

252 x Upper Limit of Normal (ULN) for values normal at baseline; >2 x ULN and >2 (1.5
for total bilirubin) x baseline for values abnormal at baseline.
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Restricted CT
Scans Did Not
Harm Sensitivity

NEw ORLEANS — Abdominal com-
puted tomography limited to the region
of tenderness accurately delineates acute
pathology while reducing radiation ex-
posure, according to a double-blind study.

A standard abdominal CT scan covers
an area from above the diaphragm to the
mid-thigh. But in the study, limiting the
scan to the tender area cut radiation ex-
posure by a mean of 69% while preserv-
ing 96% sensitivity, Dr. Joshua Broder said
at the annual meeting of the Society for
Academic Emergency Medicine.

The 93 patients in the single-center
study underwent standard abdominal
CT after presenting to the emergency de-
partment with nontraumatic abdominal
tenderness. Before imaging, emergency
physicians placed skin markers to delin-
eate the cephalocaudad extent of ten-
derness. Then they added coded mean-
ingless markers so radiologists would
remain blinded to the region of tender-
ness, said Dr. Broder of Duke Universi-
ty Medical Center, Durham, N.C.

Of the 93 patients, 51 ultimately were
found to have abdominal pathology, most
commonly acute appendicitis. In one-
third of cases, the pathology identified by
radiologists was completely contained in
the area highlighted by the skin markers
of abdominal tenderness; in another
51%, the pathology was partially located
in the marked zone and would have been
readily detected by a scan limited to the
region of abdominal tenderness.

Although in 16% of cases, the pathol-
ogy wasn't even partially in the skin
marker zone, in most of those instances
it was doubtful that the pathology actu-
ally caused the abdominal pain. The rate
of clinically relevant false-negative ab-
dominal CT scans limited to the area of
pain and tenderness was only 4%.

Dr. Broder and his associates also test-
ed intermediately restricted CT, in which
the entire abdomen and pelvis below the
most cephalad skin marker of tenderness
was scanned. This reduced radiation ex-
posure by 38% and increased test sensi-
tivity to 98%.

Based on the encouraging results in a
nonconsecutive series, Dr. Broder plans
to perform a larger, double-blind study in
a consecutive series of similar patients.

—Bruce Jancin





