200854 A 21H
Sk 4R 3R SRl %

Xk R EFT MmN EX
:EBMO R R (2)

RMRFRFHEFHEE
R @BREEFRERERFTRTF
PR -ERE—




NI DIV 3y
(Patient Question: PQ)

- BEOHRTREI NI RECER&EEL)ICRT S

£ o

° /-_/EJZODWJTE" Fﬁ?é%ﬁﬁjﬁ\ /EIJE/%‘ Eg-d—é'lﬁﬂi

X REEHBLEIOIETORICRERLONSERBTGE
TI]EEJ-'_<E¢;

¢ ZTDIEDOLKOMDIERILE, ZLOEFMNHLEICR

LTL%1DT, CQ&L’C(iéH’b*LI AVANEES: &1

EEFDIEH /'ET’&JE&)%)T* ZEAARSAUITEH
NTERTEDHE iLL\iﬁA%&é




B DERIE:PICO

Patient

Comparison

R W N R

Outcome
-+ Design
-+ Setting

?E(ﬁ?ﬁ 2«5&1‘*#&@% 1
MR- BTz, BITERLEN Lo KYRRK,

Intervention (Exposure)

HPBDTEFUALA L OB ERE




TETUORBREDER

30FDETHE. SEFIEEET) T, —T X (SLE) D
Zr=T5,

ATAa4FZRALTWARERRVEON,. BEE
REBHLATLN,

HAOQIART7IAN(ZURFY ) ER I MBI
HoHM?

PICOND 3 TIEH

— Patient 30X E. SLE(BPEF HY)

— Intervention B AU0OT74ART7IAL

— Comparison  ATAAK

— Outcome (BREEIR?)

Bl




SLEIZHITAHAIVAITFRAITPIAR

XM ZLENWCENFEINSERETIL FEENAENT
=5EEVRE0IZTE B,

FIIIPEID2ERTILEOIZEE,
IETURLRNILDEVCAETHAUFIETE

= f(if‘ﬁ%fﬁ:’é%ﬁbﬁﬁH&%\ RAETTHXERG I FHDENEEZN
gl))

PubMed TOREX (£HMET)Th—T X SLE:
systemic lupus erythematosus)

e systemic lupus erythematosus[mj] AND cyclophosphamide[mh] AND (Meta-

Analysis [pt] OR Cochrane Database Syst Rev[ta])



BZ&EAB 2008F4A6H

“> NCBI

All Database

and the National Institutes of Health

www,pubmed.gov

Pub§Qed

PubMed Nucleotide Protein Genome Structure OMIM PMC Journals Books

25

Search | PubMed

hematosus[mj] AND cyclophosg| kel Clear | Save Search

About Entrez
Text Version

Entrez PubMed
Overview

Help | FAQ
Tutorials
New/Noteworthy &
E-Utilities

PubMed Services
Journals Database
MeSH Database
Single Citation
Matcher

Batch Citation
Matcher

Clinical Queries
Special Queries
LinkOut

My NCBI

Related Resources
Order Documents
MLM Mobile

MLM Catalog

MNLM Gateway
TOXNET
Consumer Health
Clinical Alerts
ClinicalTrials.gov
PubMed Central

( Limits T Preview/Index T History T Clipboard T Details W

Display |Summarw_.,r

V| Show |20 V||Sc|rtEI3.r V||Sendm V|

"All: 6 | Review: 5 [%]
[tems 1 -6o0f6

1l:

M2

[]6:

* Trevisani VF. Castro AA Neves Neto JF_Atallah AN

* Flanc RS. Roberts MA_ Strippoli GF. Chadban SJ. Kerr PG Atkins RC.

* Flanc RS. Roberts MA. Strippoli GF. Chadban §1. Kerr PG. Atkins RC.

* Trevisani VF. Castro AA Neves Neto JF_ Atallah AN

ZhuB. Chen N. Lin Y. Ren H. Zhang W. Wang W. Pan X. Yu H. Rela

Mycophenolate mofetil in induction and maintenance therapy of severe lupus nephritis: a meta-analysis of randomized contr

Nephrol Dial Transplant. 2007 Jul;22(7):1933-42. Epub 2007 Apr 3. Review.
PMID: 17405792 [PubMed - indexed for MEDLINE]

Rela

Cyclophosphamide versus methylprednisolone for treating neuropsychiatric involvement in systemic lupus erythematosus.

Cochrane Database Syst Rev. 2006 Apr 19;(2):CD002265. Review.
PMID: 16625558 [PubMed - indexed for MEDLINE]

Rela

Treatment for lupus nephrifis.

Cochrane Database Syst Rev. 2004;(1):CD002922. Review.
PMID: 14973998 [PubMed - indexed for MEDLINE]

Rela

Treatment of diffuse proliferative lupus nephritis: a meta-analysis of randomized controlled trials.

Am J Kidney Dis. 2004 Feb;43(2):197-208. Review.
PMID: 14750085 [PubMed - indexed for MEDLINE]

Rela

Cyclophosphamide versus methylprednisolone for the treatment of neuropsychiatric involvement in systemic lupus erythem:

Cochrane Database Syst Rev. 2000;(3):CD002265. Review. Update in: Cochrane Database Syst Rev. 2006:(2):CD0Q02265.
PMID: 10908541 [PubMed - indexed for MEDLINE]

Bansal VK. Beto JA. Rela

Treatment of lupus nephritis: a meta-analysis of clinical frials.



A service of the National Library of Medicine

< - and the National Institutes of Hea
<> NCBI PubN.ed A

www.pubmed.gov

All Databases Fubhded Mucleotide Frotein Genarme Structure CIhAIM PhC

Search | Pubhed V| for |Iupus AND cyclophosphamide[mh] AND [Meta-ﬁnalj| [ Clear] Save Search

P

Limits T Preview/Index T History T Clipboard T Details 1

Displa}* | Summary V| Show |2EI V| Sort by Vl Send to V|

About Entrez ]—

JCEI Toolbar All: 4 | Review: 3

Itermms 1 - 4 of 4

[]1: Flanc RS, Roberts MA, Strippoli GF. Chadban ST, Kerr PG, Atking R.C

Entrez PubMed Treatment for lupus nephritis.
Cochrane Database Syst Rev. 2004:(1):CD002922. Review.

PMID: 14973998 [PubMed - indexed for MEDLINE]
[2: Flanc RS, Roberts MA, Stippoli GF. Chadban ST, Kerr PG, Atlang R.C

Text W

[Zign In] [Reqistg

Journals Books

One pag
Felated Articles, Link

Felated Articles, Link

Treatment of diffuse proliferative lupus nephritis: a meta-analysis of randomized controlled
trials.
PubMed Am J Kidney Dis. 2004 Feb:43(2):197-208. Review.
HBIVIE PMID: 14750085 [PubMed - indexed for MEDLINE]
Services
aurnals [13: Trevizam VF, Cazstro AA, Neves Neto JF, Atallah AN. Related Articles, Link
B Cyclophosphamide versus methylpredmsolone for the treatment of neuropsycluatric

involvement in systenuc lupus erythematosus.
Cochrane Database Syst Rev. 2000:(3):CD002265. Review.
PMID: 10908541 [PubMed - mdexed for MEDLINE]

: Banzal VI, Beto JA.

4

Treatment of lupus nephritis: a meta-analysis of clinical trials.
Am J Kidney Dis. 1997 Feb:29(2):193-9.
PMID: 9016889 [PubMed - mdexed for MEDLINE]

Felated Articles, Link

HPT http://www.ncbi.nlm.nih.gov/pubmed/



m I-' u Dwea and the National Institutes of Health
www.puvbmed.gov

HFF http://www.ncbi.nlim.nih.gov/pubmed/

All Databases PubMed Nucleotide Protein Genome

Search |PubMed v for
' Limits | Preview/Index | History | Clipboard | Details |

Dlsplay AbstractPlus v| Show |20 | sor By || Send to W

All: 1 | Review: 1

Structure OMIM

[] 1: Cochrane Database Syst Rev. 2006 Apr 19;(2):CD0O02265.

Update of:
h

Cyclophosphamide versus methylprednisolone for treating neuropsychiatric involvement in systemic lupus erythematosus.

Trevisani VF, Castro AA, Neves Neto JF, Atallah AN.
Universidade Federal de Sao Paulo, Escola Paulista de Medicina, Rua Pedro de Toledo 598, Sao Paulo, Brazil, 04024 900. cochrane.dmed@epm.br

BACKGROUND: Neuropsychiatric involvement in systemic lupus erythematosus is complex and sewveral clinical presentations are
related to this disease such as: convulsions, chronic headache, transverse myelitis, vascular brain disease, psychosis and
neural cognitive dysfunction. This systematic review is an update of a review performed in 2000. OBJECTIVES: To assess the
efficacy and safety of cyclophosphamide and methylprednisclone in the treatment of neuropsychiatric manifestations of
systemic lupus erythematosus. SEARCH STRATEGY: We searched EMBASE, LILACS, Cochrane Central Register of Controlled
Trials (CENTRAL) and MEDLINE up to and including May 2005. Additional articles were sought through handsearching in
relevant journals. There were no language restrictions. SELECTION CRITERIA: All randomised controlled trials that compared
cyclophosphamide to methylprednisolone were included. Patients of any age and gender were included as long as they fulfilled
the criterion of the American College of Rheumatology for the diagnosis of systemic lupus erythematosus and presented with
any one of the following neuropsychiatric events: convulsions, organic brain syndrome and cranial neuropathy. Outcome
measures included the following: a) overall mortality (primary event); b) motor and psychiatric deficit {primary event); c)
clinical improvement (secondary event). DATA COLLECTION AND ANALYSIS: Data was independently extracted by two
reviewers and cross-checked. The methodological quality of each trial was assessed by the same two reviewers. Details of
the randomisation {generation and concealment), blinding, and the number of patients lost to follow-up were recorded.
Dichotomous data was presented as relative risks with corresponding 95% confidence intervals and a clinical relevance table
was produced. MAIN RESULTS: We found one randomised controlled trial of 32 patients comparing cyclophosphamide versus
methylprednisclone for the treatment of neuropsychiatric involvement in the systemic lupus erythematosus. A significantly
greater number of people responded to treatment in the cyclophosphamide group. Treatment response was found in 94.7%
(18/19) of patients using cyclophosphamide compared with 46.2% (6/13) in the methylprednisolone group at 24 months (RR
2.05, 95% CI 1.13, 3.73) The NNT for response to treatment is 2. Cyclophosphamide use was associated with a reduction in
prednisone requirements. A significant decrease in the number seizures per month was observed in the cyclophosphamide
group. All the patients in the cyclophosphamide group had electroencephalographic improvement. No significant differences in
adverse effects between the groups were found. It was not possible to extract more data from the study because there was
a small number of patients in the others clinical subgroups of neurclogical manifestations and the authors did not provide
sufficient information for data extraction. AUTHORS' CONCLUSIONS: This systematic review found one randomised controlled
trial with a small number of patients in the different clinical subgroups of neurological manifestation. It seems that
cyclophosphamide is more effective in the treatment of neuropsychiatric involvement in systemic erythematosus lupus
compared with methylprednisolone. However, properly designed randomised controlled trials that involve large, representative
numbers of individuals. with explicit clinical and laboratorv diaanosis criteria. sufficient duration of follow-up and descriotion of
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Cyclophosphamide versus methylprednisolone for tl
in systemic lupus erythematosus.

Earty intervention for peychosis,
Psychosocial interventions for erectile dysfunctien.
Benzodiazepines for schizophrenia.

Treatment for lupus nephritis.

Patient Drug Information
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be given by injection into & vein.

Prednizons (Prednisone Irtensol®, Sterapred®, Ste
with other medications to treat the symptoms of low
substances that are ususlly produced by the body ;



Cochrane Database Syst Rev. 2000;(3):CD002265.

Trevisani VF, et al. Cyclophosphamide versus methylprednisolone
for the treatment of neuropsychiatric involvement in systemic lupus
erythematosus.

MAIN RESULTS: We found no randomised controlled trials
comparing cyclophosphamide versus methylprednisolone for the
treatment of neuropsychiatric involvement in the systemic lupus
erythematosus.

REVIEWER'S CONCLUSIONS: Cyclophosphamide regimen
treatment is a form of care in neuropsychiatric involvement in
systemic lupus erythematosus with no evidence to prove better
effectiveness and safety when compared with methylprednisolone.
This systematic review found no randomised controlled trials and
Its findings must be interpreted as 'no evidence of effect' and not as
‘evidence of no effect'.
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Cochrane Database Syst Rev.
2006 Apr 19;(2):CD002265.

Trevisani VF, et al. Cyclophosphamide versus methylprednisolone for
the treatment of neuropsychiatric involvement in systemic lupus
erythematosus.

MAIN RESULTS: We found one randomised controlled trial of 32
patients comparing cyclophosphamide versus methylprednisolone for
the treatment of neuropsychiatric involvement in the systemic lupus
erythematosus.

AUTHORS' CONCLUSIONS: This systematic review found one
randomised controlled trial with a small number of patients in the
different clinical subgroups of neurological manifestation. It seems that
cyclophosphamide is more effective in the treatment of neuropsychiatric
Involvement in systemic erythematosus lupus compared with
methylprednisolone. However, properly designed randomised controlled
trials that involve large, representative numbers of individuals, with
explicit clinical and laboratory diagnosis criteria, sufficient duration of
follow-up and description of all relevant outcome measures are
necessary to guide practice.

— Cochrane Database Syst Rev. 2000;(3).CD002265.



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10908541&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=10908541&itool=pubmed_AbstractPlus

Cochrane Database Syst Rev.
2004;(1):CD002922.

* Flanc RS, et al. Treatment for lupus nephritis.

« MAIN RESULTS: ...Cyclophosphamide plus steroids
reduced the risk of doubling of serum creatinine (RR
0.59, 95% CI 0.40 to 0.88) compared to steroids alone
but had no impact on mortality (RR 0.98, 95% CI 0.53
to 1.82).

« REVIEWER'S CONCLUSIONS: Until future RCTs of
newer agents are completed, the current use of
cyclophosphamide combined with steroids remains the
best option to preserve renal function in proliferative
LN. The smallest effective dose and shortest duration of
treatment should be used to minimise gonadal toxicity,
without compromising efficacy.
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Instruction

Supplying a well-formulated question will assist us in processing your request with
less delay. Flease formulate your question so that each of the following components are
clearly defined: (1) the subjects to which the answer will apply; (2) the type of intervention
/ diagnostic test / prognostic factor of interest; (3) the type of comparisen or control;
and (4) the outcomes of interest. We give you an example below (from Counsell, 1997):

A poorly formulated question:

Intervention Subjects

~ ~

Are anticoaqulant agents useful in patients who have had stroker

A well formulated question:

[ntervention Outcome Subyects
. o e .
Do anticoagulant agents improve survival in patients with acute jschaemic stroke compared
with no treatment?
42
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(Ely et al:Analysis of questions asked by family doctors regarding patient care.
BMJ 2004;319:358)
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(Ely et al:BMJ 2004;319:358)

CQ 0 | 1BKR% | EE%
FERX D RE E A5 ? 9 9 50
FHIXORAEXL DM ? 8 85 97
ﬁ;ﬁxy;éb\liﬁ’lkx%_'—&‘mJ:5l:7*—°)}>l~bf:6b\ 7 29 83
L ?

EEXHOINIIEKRXEED KSITHRBLIZSLLD? 7 33 72
PEMRXORA I fAIH ? 7 18 46
BREXOFEROREA I A ? 4 40 72
CHBRBIIEBXHDNITHEEXH,? 4 14 67
YDWRRTREXITEERH D0 ? 4 29 83
REXICHLTE DEFIZRINT REN? 3 47 76
RBYICEVWTERIXITERSNH LS ? 3 25 78




(Ely et al:BMJ 2004;319:358)
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John W Ely, et al. A taxonomy of generic clinical questions:
classification study. BMJ 2000;321:429-432

FAA7(1038) A LT (498) DTSARIUTTEILRER,
1396 CQZE 6471 T -7 48,
ZL\canNFA47

— "What is the drug of choice for condition x?" (150 questions,
11%);
— "What is the cause of symptom x?"
(115 questions, 8%);
— "What test is indicated in situation x?"
(112 questions, 8%).
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(Generic questions derived from questions by primary care doctors in lowa and Oregon and their frequencies

Freguency
[owa guestions Oregon guestions Total questions
(n=1101) (n=295) (n=1396)
No (%) of No (%) of No (%) of
Question Rank  guestions Rank guestions Rank  guestions
What is the drug of choice for condition »? 15t 112 (100 15t a8 (13 15t 150 (117
What s the cause of symptom 7 2nd 106 (10 11th 0 (3 2nd 115 (8)
What test is indicated in situation »? drd 84 (8) drd 28 (8) drd 112 (8)
What is the dose of drug »7 dth 24 (8) 10th 10 (3 dth 04 (7)
How should I treat condition » (ot limited to drug Tth A3 () 2rd 28 (10 Ath 82 (6)
treatment,?
How should [ marage condition « (not specifying diagnostic o Ath G2 (5) 19th A2 fith 67 (5)
therapeutic)?
What s the cause of physical finding 7 Ath a1 (6 16th A2 Tth 67 (5
What is the cause of tast finding 7 Ath A3 (5) Tth 11 (4) fth G4 (5)
Can drug % cause Gadverse) finding 7 10th 42 (4 4dth 17 (8 Oth G (4)

Could this patient have condition »7 Oth 45 (4) 26th 2 (1) 10th A1 (4)
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(Am J Med 2000;109:218.)
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(J Med Libr Assoc 2003;91:364.)
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s 28.7% | 23.1%
WL 34.2 50.0
BE EYLSHHDIE—RRR) 14.0 7.7
IR—I AN (2R ERE) 9.4 5.7
i 7.5 5.7
FEER 6.3 7.7
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MEDLINE St DWebH '+ 3.4 2.2
HFNDRGXE 1.9 0.5
FEES 2.7 3.0
MEDLINE 5.8 0.7
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(Int J Technol Assess Health Care 1999;15:281.)
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Gorman PN, et al. Information seeking in primary care: how
physicians choose which clinical questions to pursue and which
to leave unanswered. Med Decis Making 1995;15:113-9.
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