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SADS: A new component of Fas-DISC is the accelerator for osll death
signaling and is downregulated in patients with colon carcinoma

Suzuki A, Obata S, Havashida M, Kawano H, Nakano T. Shiraki X

Basie Tecrnobagy Research Laboratory, Jaichi Prarmacectical Co, Lid, Takvo RED Canter
titakassi 1-16-13, Edogawa-hu, Tokya 134-8520, Japan LEEBOTInitty [

Fas i the death receotor. transducing cell death sigraling upnn stimutaton by Fas ligand Curing
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polypeptida ¢ the interaction of

Fas—death ddnPs ot 1 tion mutsnt analvsis
has demifed FADD- and caspaset 8 intaractiva do-nams in AD‘: U’\hibh@ﬂ er remouaf of
SADS dalays Fas-mediated cell death I addition, we demanstrate the delation or mutation of
SADE i patients with colon carcinema and that excgennus SADS expressian in humas cebn
sarcinoma SVI4B0 cebs that lack SADS teads to re—acquisition of Fas-medated call death
Hare, we sropuse that S408 is one of the cel' death-associbted ors and enhances Fas=—
DISC tormation, espacally FADD and precaspase-# recruitme: PubMed
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The Council of Biology Editors (CBE) became the
Council of Science Editors on January 1, 2000. The
new name, which was voted on by the membership
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Useful Information 1

International Committee of Medical Journal Editors: www.icmjc.org

Office of Research Integrity: ori.dhhs.gov
CONSORTHE.~ QUOROMM A B A IEAR

hitp:/fwww sphere.ad jp/cont/CONSORT_Statement/menu.himl
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2002; 30¢1): 163-208
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VT BEEBRERAE 2001; 29(1):203-209 (Sponsorship. authorship, and
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Jones AH & McLellan F. Ethical Issues in Biomedical Publication.
The Johns Hopkins Univ Press, 2000
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Useful Information 2
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BF - —EA NEER 1999; 42: 293-302

WS- Pk, FEXBECBEKREBRXBRPRIIECE
THE(LXh TS, {HHER 2003; 45:666-672
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— Introduction, Methods, Results and Discussion
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1990;113(1):69-76

s 1LHM 2BARTFTYI 3tuTr0d

4.9 RBEHFE-IEME) 5 A

6, TUTFIRALEEE 7. 5% 8.8E

— 168 —




EBMERDEFATA7DHYAWS
2003.3.3

: & :
FEH EXLERE

HELR AR MEROSHE)

: « +Stakeholders ( F| ZERR{& &)
Flan—zfe® @HE (OCrossoads

7

BE DRI RATOBEEBTOHH? (1)

~ m Taddio A et al. Quality of nonstructured and

structured abstracts of original research
articles in the British Medical Journal, the
Canadian Medical Association Journal and the
Journal of the American Medical Association.
CMAJ. 1994;150(10):1611-5.

= 1988-19924F {3 R KRS -300B XD
PRZs @ (WAL RRB ICHE) CHE

m quality score- - -JEE &L 8R057, MG
2 0.74 {p< 0.001),

BELPRIIMIDEESHSH ? (2)

a Scherer RW & Crawley B. Reporting of randomized clinical triai

descriptors and use of structured abstracts. JAMA,
1998;280¢3).269-72.

s B LR M Archives of Ophthalmology (1992~
$994) .Ophthalmology (1991-1993)& JE£R AT American
Journal of Ophthalmology (1991-1994)DIg X A X%
CONSORTHEA% H AL TREME.

s (RGERRIOBREITL->THEDRISEWVE S 1,

0 -2 TAMMLTHGSh R TORNTRELCDHRIOE
HEMEL TV L T, TEED R Ik TEE
FRERRE A RROBRREET RO S, B LGN
EL(BEMALIEETEILTHAS,

9

BELDROTRE

w Harbourt- - - 1989 51991 OMEDLINEAR KL SR =T h
Sstructured abstracts% £ 038734483, BXMEIE
AN OMENSIBMEE, structured abstracts %13
RALTLV=@X DA EIN T MeSHEA S Hv >
=, Bull Med Libr Assoc. 1995;83:190-5

w Kulkarni- - - 19904F 3 51995 4 A % £ TIZMEDLINE
ICiR #ix i f=clinical trialsii X 28.5% A Rl A R T
BB SN TSI EERL, 1995FICTDLERATI%
LERLTLAIEERE,

Ann Intern Med 1996 Apr 1;124(7):695-6

o R BARRS - HHBEOIFLSRTO1265E0H
BEO998FEIT) ~REMIT < THHELDEE
EHBLTLA0DE6:4(4.8%) DA,

]

HEEHRIEA65E (19984 /)

» Acta Paediatrica Japonica 1998;40(3)

w Clinical and Experimental Nephrology
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» International Journal of Urology 1995;2(3)
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Cci;ntinuous and intermittent sibutramine
were equally effective at 44 weeks for
reducing weight in obese persons

» ACP Journal Club. 2002 Mar-Apr;136:49.

" Wirth A, Krause J. Long-term weight loss with
sibutramine: a randomized controlled trial.
JAMA. 2001 Sep 19;286:1331-9.

. Queﬂion
L] In obese persons, is sibutramine effective for
reducing weight?

= Design
- Randomized (allocation conccaled*), blinded (investigators
and patients),* placebo-controlled trial with 44-week follow-
up after randomization.

"= Setting

~ 108 private practices and 3 hospital outpatient departments in

¢ Germany.
s Patients
- 1001 patients who were 18 to 65 years of age (mean ape 43 v,
77% women), kad a body mass index (BMI) of 30 to 40
kg/m2, and had 1 previous unsuccessful attempt at losing
weight by using dietary measures. Exclusion criteria were
serious cardiovascular or metabolic diseases; history of drug
or alcohol abuse; need for antidepressants, 5 -blockers, or any
drugs influencing bodv weight; or inadequate contraception in
women of childbearing age. 79% of patients completed the
study; all patients were included in the analysis.

» Intervention
— Patients who resporded (i.e,, weight loss of 2% or 2 kg) to
i sibutramnine, 15 mg/d, during 2 4-week run-in pericd were
allocated to L of 3'groups for 44 more weeks: continuous
sibutramine, 15 mg/d (n = 405); intermittent sibutramine, 15 mg/d

(n=
= Main outcome measure
= Weight loss.
= Main results
— Analysis was by intention to treat. Mean weight loss at 44 weeks
: after randomization was 3.8 kg (95% CI 3.2 10 4.4) for continuous
sibutramine and 3.3 kg (CI 2.7 to 4.0) for intermittent sibutramine;
E)atients in the placebo group gained weight (mean 0.2 kg, CI 08
0 0.9) (£ < 0.G01 for the difference between each treatment
%:oup and placebo). More patients in each of the treatment groups
than in the placebo group lost 5% and 10% of their baseline
weight { P < 0.001 fer all comparisons) (Table). The 2 treatment
- groups did not differ for weight loss.
= Conclusion
= In obese#ersons continuous or ntermittent sibutramine were
i equally effective for reducing weight. (305 words)
L] !_.’ommentary

durin%«ﬁeks Tta 12,19 to 30, and 37 to'48 (i '=395); or placébo ™ ~ Qutcomes at 44
: wk

Centlhuuus sibutramine {CS), intermittent sibutramine {IS), or placebo for abesityt

.Comparisons  Eventrates  RBI(95% Ci NNT (Cl)

6% weightloss  C5vsplacebo. E5%vadS% B6% (5410130) 4(310 5)
ISvsplacebo B3% vs35% B1%4310123) 4(dt0d)

10% weightloss  CSvsplacebo 32% vs 13% 148% (7110266} 6G(4t09)
ISvsplacebd 3% wvs13% 154%(75t0276) 6(4tof)

Ldng-term weight loss with sibutramine: a
randomized controlled triai.

JAMA 2001;286(11):1331-9

n  CONTEXT: Treatment of obesity requires long-term therapy, which can be
hampered by difficulties in achieving patient compliance. The effectiveness of
sibutrarmne hydrochlorioe in treating obesity has been shown in randomizesd controlled
trials.

n  OBJECTIVE: To compare the effectiveness of 2 distinet sibutramine regimens with
each other and with placebo for weight reduction among obese persans. DESIGN:
Randomized, double-blind, paraliel-group placebo: controlled trial from April 1997 1o
Septernber 1998, SETTING: One hundred eight private practices and 3 outpatient
departments of university hospitals in Germany,

= PATIENTS: A totat of 1102 obese adults (body mass index, 30-10 kg/m{2)) entered
the 4-week apen-kbel run-in period with 15 mg/d of sibutramine, 1001 of whom had
weight loss of at least 2% or 2 kg were randomized into the 44-week randomized
treatment period.

= INTERVENTIONS: Patients were randomly assigned to receive 15 ma/d of
sibutramine continuously throughout weeks 1-48 {n = 405}); 15 mg/d of sibutramine
intermittently during weeks 1-12, 19-30, and 37-48, with placebo during all other
weeks (n = 395); or placebo for weeks 5-48 (n = 201).

»  MAIN QUTCOME MEASURE: Weight lass during the randomized treatment
period, compared among all 3 groups. 3

» RESULTS: Mean weight loss in the intention-to-treat population during
the 44-week randomized treatment period was 3.8 kg (4.0%) in patients
receiving continugus therapy (95% confidence interval [C1], - 4.42 to - 3.20
kg} and was 3.3 kg (3.5%) in patierits receiving intermittent therapy {95% Cl,
- 3.90 to - 2.66 kg), vs a mean weight gain of 0.2 kg {0.2%) (95% CI, - 0.60
te 0.%4 kg) in patients receiving placebo, Therapeutic equivalence of the 2
active treatments could be shown. Although there was a greater weight loss
in the continuous than in the intermittent group, this difference was
nonsignificant {P =.28) an¢ the §5% Cls were within the predafined range of
therapeutic equivalence-0 +/-1.5 kg (-1.37 to 0.28 for the intent-to-treat
population). Overall weight lass during the 4B8-week period was 7.9 kg and
7.8 kg in the continuous and intermittent groups, respectively, but was 3.8 kg
in the sibutramine run-in placebo group. Waist circumference reduction,
triglycenide levels, and high-density lipoprotein cholesterol concentrations
were 2lso positively influenced by sibutramine treatment. Systolic and
diastolic blood pressures were stable across all 3 groups. Cverall, adverse
events pccurred at similar frequencies across all treatment groups, but the
proportion was lowest in the group recelving intermittent therapy.

n COMCLUSIONS: sibutramine, administered for 48 weeks to a typically
vbese population, results in clinically relevant weight loss compared with
piacebo. Regarding effectiveness, continuous and intermittent sibutramine
therapies are equivaient and the safety profiles for both treatments are  ,
tomparable. (427 words)

— 171 —




EBMEHEDEZAT 7 DHYHEWS
2003.3.3

Pfolonged antibiotic treatment did
not relieve chronic symptoms in
~ Lyme disease

a ACP Journal Club. 2002 Mar-Apr;136:57.
Klempner MS, Hu LT, Evans J, et al.

a Two controlied trials of antibiotic treatment
in patients with persistent symptoms and a
history of Lyme disease. N Engl J Med. 2001 Jul
12;345:85-92,

a Question

a In patients with chronic symptoms after treatment
for Lyme disease, does prolonged antibiotic
treatment relieve symptoms?

= Design
i~ 2 randomized {allocation concealed*} t, blinded {patients,
physicians, nurses, study coordinators, statisticians, and outcome
assessorsyt,* placebo-controlled trials with 180-day follow-up.

s Setting™
- 6N5§wi York, Connecticut, Rhode Island, and Massachusetts,
: H

s Patients

i~ 129 patients whe were 18 years of age (mean age 54 t?-'\ 53%
i nen); had a history of acute Lyme disease acquired in the United
States; had 1 of hlstonlf of single or multiple erythermna migrans
skin lesions, eart¥1 neurclogk: of cardiac symptoms of Lyme disease,
radiculoneuropathy, or Lyme arthritis; had been previously treated
for acute Lyme disease with antibiotics; and had 1 symptom
{widespread musculoskeletal pain, cegnitive impairment, radicuiar
in, paresthesias, or dysthesias} that interfered with functioning,
inning within & months of the initial infection and continuing
for 6 months but < 1 year. Exclusion criteria included use of
parenteral antibiotics for 60 days and coexisting conditions that
could account for symptoms. Follow-up was 89%.

iy

e Intervention
~ Patients were allocated to antibiotics (7= 64) or
Antbiotics were intravenous (1V) ceftriaxone, 2 g,
by oral doxyCycline, 100 mg twice daily for 60 days.
Main outcome measure -~ -
~ Improvement in patients’ health-related quality of life (Medical Qutcomes
: Study 36-item Short-Form General Health Survey [SF-363).
a Main results
. The studies were sto early because of lack of efficacy, Analysis was
by intention to treat for the 115 patients who had enrolied 180 days
before enroflment was stcP_Ped. e groups did not differ for improvement
i onthe SF-36 at 180 days (Table),
e Conclusion
— In patients with chronic symptoms after treatment for Lyme disease,

prolonged treatment with antibiotics was not better than placebo for
relieving symptoms.

})Iacebo (n= 6.’;).
d for 30 days, followed

(285 words)
tInformation provided by author.
(;ommentary

Antibiotics vs placebo for chronic symptoms in Lyme disease at 180 days$

SFdGoutcame ipictics  Flacebo  ABI(§5%CY  NNT

category

Improved by > 2 40% 36% 11% (- 30 to 78) Mot significant
SE

Unchanged 28% 29% 4.2% (- 69 to 46) Mot significant
Worse [decline by 32% W% 8.4% (-54 to 46) Not significant

> 25E)

$8E - standard ervor. SF-36 = Medical Outcomes Study J6-item Short-Ferm Gereral Health Survey,

Qther abbrevistions defined in Glossary, RBI, RRR. NNT. and €| calculated from data in article
B H

vavo controlled triais of antibiotic treatment
in patients with persistent symptoms and a

history of Lyme disease. n engl 3 Med 2001;345(2):85-92

z BACKGROUND: 11 is controversial whether prolonged
antibiotic treatment is effective far patients in whom symptoms persist
after the recommendet antibiotic tregtrment for acute Lyme disease.

METHODS: we conducted two randomized trials: one in 78
tients who were seropositive for IgG antibodies to Borrelia

urgdorferi at the time of enrollment and the other in 51 patients who
were seronegative, The patients received either intravenous
ceftriaxone, 6; daily for 30 days, followed by oral doxrc cline, 200
mg dail‘flfor 60 days, or matching intravenous and oral c!pac-’:bos. Each
patient had well-documented, previously treated Lyme disease but had
persistent musculoskeletal pain, neurocognitive symptoms, or
dysesthesia, often associated with fatigue. The primary cutcome
measures were improvement on the physical- and mentak-health-
component summary scales of the Medicat Qutcomes Study 36-itern
Short-Form General Health Survey {SF-36)--a scale measuring the
health-related quality of life--on day 180 of the study.

a RESULTS: sner a planned interim analysis, the data and safety
monitoring board recommended that the studies be discontinued because data
from the first 107 patients indicated that it was highly unlikely that 2
sigrificant difference in treatment efficacy between the groups would be
abserved with the planned full enrollment of 260 patients. Base-line
assessments gocumented severe impairment in the patients’ health-related
quality of life. In intenton-to-treat analyses, there were no sighificant
differences in the outcomes with proionged antibiotic treatment as compared
with piaceba, Among the seropositive patients who were treated with
antibiotics, there was improvement in the score on the physical-component
summary scale of the SF-36, the mental-component summary scale, or both in
37 percent, na change in 29 percent, and worsening in 34 percent; among
seropositive patients receiving placebo, there was improvement in 40 percent,
no change in 26 percent, and worsening in 34 percent (P=0,96 for the
comparison between treatment grovps). The resuits were similar for the
sergnegative patients,

CONCLUSIONS: There is considerable impairment of health-related
guality of life among patients with persistent symptoms despite previous
antibiotic treatment for acute Lyme disease, However, in these two trials,
treatment with intravencus and oral antibictics for 90 days did not improve
symptoms more than piacebo, (350 words)
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