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BOX1 : BiEHS S IH - HD3E & (www.cancer.gov)

A RBEC (X32%E®

AV BBECE>TRLEE. EEVRLEET, MAECILRE
HAAD
B-1. EMIBRRI DI TR

ARV REFHRNNAZ T HBCICEMFNCRRLEERELEXS
5N, BECIDEEEMELY FRAVFTHD, TV FRA VD
REICHEE (B OEFEDBAORT V. iz, ZRICREMERHELT
WTE, 5 LcERGHEBZRRELPT V. F @ fIBRSICH TSR
[N =la% 37
B-2. HEMBHDOBRERH S LIE, B -1 LDEFEDLE (a)

XAV I TDZVERA PO ER, BECIDEERNEZT S PR
AV hTHY, TV FRA Y S OREICHZH (B OERPADPIL.
e, RBRICIFMZERL, £OH QOL) MEFLTWVWTE, £5LKk
EALGEEZRELPITV.

C.E)IcEHiiE 1 QOL (BEEZREFZ, RIOMITIERTHE) (*b)
D. KBTIV FR1 b

1) #5577 (Disease-free survival)

2) FExEfT4 17 (Progression-free survival : PFS)

3) FlfE R IS# (Tumor response rate)

4) YN FHED R N TWVIRWIERE (scale) P fIE

T | REELNE T = 7Y A F QRSB BICE DT, ISDB T

AUz

(http://www.cancer.gov/cancertopics/pdq/levels-evidence-adult-

treatment/)

*a fORBICH T B M AL EBATES K SICTBH7dIC, ISDBY =2
TIVORESHEMLIZED.

*b: MEEICEHE X N EDH INREFRLBESNA BB, OB
GLVFRA VI A2 LLTHRIBHILNTES.
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BOX2 MARTHAICKBIET Y ADEETDFE

la. ¥E %5 v B MEHEEASR(RCT) DS AT T4 v 7 LEa—, &/
WEARBIES > A LEEefiad e (A 775450 .

Ib. 2z &t —D0DF ¥ & LEHlEA (RCT)
2. AR — MR XTIIED > X LMEHEGARO S AT T+ v 7L Ea—
3. SEHIHBI DS AT T4 v 7L a—
4 JER ) — ZUKE 35— P % d 5 WK EHEFDSIRIIZ 2 58) (fa).
5. {AIWEEE LT W ARWEMROER

WEHIR - A 7 A7 4 — FEFFIAZEAT, Evidence-Based Medicine 2> % —
TEFUVALNIEHERL )L
[www.cebm.net/levels_of_evidence.asp#notes]

*a ! fEMIZ ) — XD X IFEROES - UL, HAFEOFARIICIEER
BEMECLTWT, HAREFARICEMAIDNEEINREE Z-BE. EHIC
&, HAFEDFIHTES KD ITERBANIIFMADLDELT LTV, FofE
BARIBIECN O N EZ-EBEIKE, 1cicaBEHEh5 %




TTDISDB~Y =277 )b Box 8.1 Strength of endpoints (ranked in descending order)

WHOPSMWPAR2005.1

A. Total mortality (or overall survival from a defined point in time)
Comment: This outcome is arguably the most important one to patients and is also the

Starting most easily defined and least subject to investigator bias.
B-1. Cause-specific mortality (or cause-specific mortality from a defined point in time)
or Comment: Although this may be the most biologically important in a disease-specific
intervention, it is a more subjective endpoint than total mortality and more subject to
Strengthening investigator bias in its determination. It may also miss important effects of therapy that
actually shorten overall survival. For example, oestrogens in the treatment of prostate

a Drug Bulletin cancer.

B-2 Cause-specific morbidity alone or in combination with B-1 (*a)
A Practical Comment: It is also a more subjective endpoint than total mortality and more subject to
investigator bias in its determination. It may also miss important harm induced by

Manual therapy that may actually shorten overall survival and/or quality of life.

C. Carefully assessed quality of life (i.e. assessed independently of other indicators of
e activity in daily life) (*b).

D. Indirect surrogates

o, . -
: (@) 1) Disease-free survival
o phsc 2) Progression-free survival

International Society of World Health
Drug Buletins Organization 3) Tumour response rate o ' . -
4) Scales and other measures that are not clinically validated in the specific clinical
condition or population (*a).

8. Reviewing a new drug:

is it a therapeutic advance?

Source: Based on a hierarchy from the US National Cancer Institute web site at: (http://www.

E8HE cancer.gov/cancertopics/pdg/levels - evidence - adult - treatment/)
8. Reviewing a new drug: *a: Added by the manual’s editors, to make more applicable to other diseases and intervention
is it a therapeutic advance? s. *b: If “carefully assessed quality of life” is combined with overall survival, the combined end

point could be classified as A - 2.



Box 8.2 Hierarchy of study design

1a.

Systematic review (with homogeneity) of randomised controlled trials or single large-

scale randomised controlled trial (mega-trial).

1b. At least a single randomised controlled trial.
2. Systematic review of cohort studies or non-randomised controlled trials.
3. Systematic review of case-control studies.
4. Case series (includes poor quality cohort and case-control studies) (*a).
5. Expert opinion without explicit critical appraisal.
Source: Based on a hierarchy from Levels of Evidence and Grades of Recommendation by Centre for Evidence-

Based Medicine, Institute of Health Sciences, Oxford, UK.

[http://www.cebm.net/levels of evidence.aspinotes]

All or none case-series (i.e. when all patients died before the treatment became available, but some now
survive on it; or when some patients died before treatment became available, but none now die on it, are
classified as 1c).
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&, ZRX7U MALELTTIEEL
T, HICHEHFERERL L THEINT
WABLENDS.

A DFEEE,  HiEm OB AR
IR BRSO MCT BT &
%<, FMROMRZLTHBT N
HZDOT, FENMRETHS. i
2, a7 xaF 70 VIGOR i
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6. AZEE DFIEEMERIE ?
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a) IBEIILED ? (11 A & BOX1 &)

b) 7 R A LOIEE(Z Y RRA V MIZ#EYH»? (BOX1 &)
LHRTHAUVDIET Y ADIEEIE? (BOX2 BH).
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U TR R E R FIEZ BRI L.
Bz, REFREFAE LI AR
B RATERh o I2GEI, 7
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BT B T EAKYITHS. Ll
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25,

B. = {E A (adverse effect) / &
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KRS N, AFEFHOMFICDONTIE,

TR E LTRbN TV .
UL UEDS, FEH / E2ERT
5Tk, N EAREEICERETH
%. Irisk U A7 | Tld7x < Tharm £ |
EVIFEEHVWBERETH S & Dk
SOV TIE, Annex-1 ZBHRE N
72 (Annex [ EXEITHEE T8 .

BOX4 ICFd# L7c 7 — 2 DZ 1,

B OGEIIEANHENTOARN
DT, BRIt 2 X 5 HEE
TRRENHS.

S 1EHE D 72 8 ORI 128,

M NREDBEDNNGR LIRS T20,

EFNEEBEERIG, 7z& Z1E 500
ANIZ 1T A& WV FHEED KR Y]
HAORERABR TORd T L ZREETH
%. BT, BOX4 TRlizk
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1) iR 7 — % (Annex-3 i)
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MDY, BEREED 2
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d) SEYBIREAI T — X (WU, 7946, 1S, $EH 0 ADME), Frcihis F
ERE(AUC), Cmax, tmax, 70 RZwv 7, iR, EIcOWT.

a)ADME, %1 AUC, Cmax, tmax & EEY#ET—%. o RI v 7,
WY, BN OVWTERE., IR T —X.

o) &5 I AHRABR CINBIRE D, 2] & 222 MRS 5 Tlifvadle, FHERE
HiaRER, 7V v I THMNORBE LTHEMENS)
d) 2 T FHERER CRIIR 2 5 > & L LR B .

3) Ml D EM T > X Leltiigidin, © L&, Bt Zetoizd
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4) HilREBO 7 7 —< A Y5 AT — & (HilRIEE%R).

5) KR EIA O ANBISINIRFE R T — 4.
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7) FEROWZHCET B AT T 4w 7 LY 2 —& X ZIEHT.
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% [KI SBE £ oD BEAh /7 7 S B P S
T — 2 %2 AWMl OB DFEHIC D
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HICERE NS, Iz, SEHl
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ZWHI T, FREFKOERO
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AT BRHME, T AD
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EBIRE N2\ ¢ Prescrire Editorial
Staff %, WEEDEICDWVT @ Hil
YR DM, Prescrire Int 2005;14
(77) - 114., Prescrire Editorial Staff
#, 2004Packaging &,
Int 2005;14(76) : 66. £HATER
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HUWERO 7z DI EFR O fE Rtk
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U TR EEADEDNS % rlRENE
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kL7 LTE, MOV
RENLIES T 572, K
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EOHE () Z X H M2 L) Z B RICEA Lish o 7z, VIGOR A X T o« TH
RENEPENOHRIZ, Foadbriciilcay 2 aFy 70
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BT B SOSTED NFEZE
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IRDEANCBWCEEHE NIz E L
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UTCOREHIEMNTTRER B), T
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% LFTER0.
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FoLarbu—AHAREETHS.
7z & 21X, torsade de pointes B
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BENZHAETH-TEH, BAlE
BAZBNENDD. DT LEERE
L7 6, ERD DA R G
729 BHNC, BEOFKISHHE
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DX S HHEASIERE, BEOE
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VDR T %, CAKBENT LV
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FHITNAREFERICTEDS. L
L, FESEEMEF e A2 I VATV
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B. MAFHMERE
THHESIC K > T, FrifdimicBaL
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VI. EF
A. BELODEDMEGCESREEA
D) IS LI

B (A 1, #ridihz2(EHd %
RENE I D 2RD BERCEELE
ETH%. LIN->T, HilhaqT
fifid B BR, BEFHEA] & Ot iz
WEEZEZFNERSR0. LML
TG, HEIOERIE, -5
Wl OREIRIEME (R /1, 22,
FIMEME) Z2 R HER B & FhiR U Tk
INTE.

R, L, SEERRERE
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WENTZ 8D B - fie A2 2 VA
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BOX6 : Larevue Prescrire ({L)
DAWVWTWE A —)b

X5 L (Bravo)

HICH#E5H D (A real advance)
Flgid b (Offers an advantage)
A& (Possibly helpful)
FHiME7R U (Nothing new)
HIWTRH (Judgment reserved)
ANA] (Not acceptable)
[www.prescrire.org]

BOX7:Worst Pills Best Pill( K ) d
HWEFHMBAT—IV
ffiFH L7z & (Do not use)
FRXE(#HFT (Limited use)
HrFeRatAT 5 IR Lxw
(Do not use until 5 years after
release)

* A ZHEET 2) 1 LW S 8
(LAY ey =
(http://www.worstpills.org/]
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FIRIRA »f 7V FA Ty 0%
ARFEDTAIARB). LA L, m@iffizs
FHNEBIIED > TR
BZBICNEED RV, FLT, B
HEDNEERIZTTHIEED, =
EEitizizZ chs v Ak
WICEET Z0ENH 5.

[T 27T ADFEGHMNN L DI
P HEl > TL % & B Z XD
PHEVIIE A Z I VEIPA R T,
043 b )T 2E ki, 7
VEXT VY AR K] ARB
RE)FEAHIIRE-TE, AL
LTOEFIFEAERL, me-too
drug (Vafi) JEEN5.

BRI, SEIERAET
RS TENTES. HB7I77(EN1,
2, B3)PERCTRITE(FE DL
TE5%.

B. L&®ITEIHDOEREMNTEITN
EE5E0

it 3@, 1 HE(E i tho
HYJZHE), B3y Ralt
BT, Dal =D RRE
HHND BV, HEREERTHE Lz
FRHESER & LA 0B D 5. Ml

FeERE, WBGER L THET 5.

fee ZIE, RIS 2354|055
AT 1 M HBEAMALZE. FUEYME
DAL, FEENTRRTMZE
&L CHIRT . 1 HX%72 b Offiks
N—ART DRI LS5 G
N&H%.

C. RRIERICKZEMER%ZXE
I
BLEPRIC K> T(BH D WVIEED
LAV 5N TS ik,
FH 2 [T 2 BROKE HD—if 72
I THETLICHENRETHS.
PIZE, FHROMLHICIZ g 229

Va5 B SRR, &7z,

Wizl, #AlL, R, £=X
V2T AT S BEIIE, R, HA

VI.L. BEDH>THEINEZ L
PR PIRR A OIS, PRERE

fi, B, MEZEAZYITRL0
ICEHICH L TRZ» TS &
k%, TNOMERERLIEL B> T INEBERICHES N
3, EDELDERS. TWBEENH 5. EEMNEEICD

1 FREERIE, WERBURERID 1 AR ERBELLE (BE)
(IEHIR - HOF v Z3MmDF v )

F A is E e Sip (I
I+S 7N Smepenenc [l
E THS TV Smg brand |
o FF /00— 5thog gencric [
I Stng boandd (R

EFO200FF L F 25mg beand B

O+L%2 2 Shne (I

FJ 0o

0 1000 2000 3000 4000 5000 G000 TOOH
M/H

2 : A2 F &I 'me too  DBMELLEL (28 B 53 D ZAiHh)
(TH¥RIR © Dialogo sui Farmaci; £ 2V 77)

rosuvastatin 10 —r 3360

simv astatin 15 Je 5588
pravastatin 20 Jeszzs
atorvastatin 10 ILEER L\»?
Tavasiatin 40 £2604
o 4 10 15 m I:- _sru ;;. 40 4
L}

3 IEERER (T UNSFF) LIEEER (ERRAKRER— ) OMELEE (28 HS)
([E#i5 © Dialogo sui Farmaci: - % U 7)

o
’E teri id
o eriparatide sc
= 20 meg/die €600.75
&
m
w  rizedronic acid os
= : €37.42
2 5 mgfdie
g

alendronic acid os .
= 10 mgidie 010

o 100 200 300 400 500 &00 700

(€}

EHIEA - Dialogo sui Farmaci (%2 1)7)

‘me too JHTGF (WD 2V N DRGEE NS L E, 2V 7 DEHKT
15 4#56 Dialogo sui Farmaci (3, s ER U7 Z ADHEA], HIZIEHE AN
ARF 2 W MDRARTF V(K 2 2200 Z IR 5. Fil@hvH LRI
DOHH DG E B, BHERERDTV/RTF F)TlE, BEKRER TR
ORI SERI OB L Hid 2 (K 3 25, Ok
BT T RERIRE LIz O UHhRWEEICIE, R — RS (i
UEIGHD LB A DN TS ED LT 5.

(Dialogo sui Farmaci; ¥ % 1 77 [www.dialogosuifarmaci.it]
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®1:KEICHIFBRAZF VRIOFEREFER

Statin #FR1THHE XA

atorvastatin 10—80mg F246—£B13
cerivastatin *a 100—-400pg 169225
fluvastatin 20—80mg £166—£209
pravastatin 10—40mg E211-£387
simwvastatin 10—80mg E235-£387

* 3Effild Drug Tariff and Chemist & Druggist prices /> 5 8.
ABF- > ORBAHEW] © 7 FIVSZA AT RV VNARTF V) OFEIEIL, RAR

ZVIE XD LRMELENDHD 5 5.

TEHRIR © ARZFEEE5? DIB2001:39 @ 17-21.
*a LV NZZF 0 2001 HFRPCEINE Nz,

BOX8 HEDI&HDIFHRDHA

1. Worst Pills Best Pills (Public Citizen Health Research Group)

[www.citizen.org/]
2. Treatment Notes
3. HWOF v Zid@mDF v Y

[www.dtb.org.uk/dtb/tnotes/titles htm]

[www.npojip.org/english/check-up1/check-up03.htm]
4. USP-DI (Advice for the Patient) — MEDLINE plus & D #%Zn]
[www.nlm.nih.gov/medlineplus/druginformation.htmi]

5. Healthtalkonline

[www.healthtalkonline.org]
6. R LIRVDEED T4 Ry I X« J v I8y

[www.dipex-j.org]

7. 4—Z k<1 7 National Prescribing Service: 14 & # I fEF 72 [FHRIED

Drg: L)

[www.nps.org.au]

WCZEH, fZH> T E
Wb zh, BEZT, EHMERE
DFEFICHAT I L KW, BEPH
RZRSRIC U7z ER ISR,
BHEOTODERIINATHS. &
FEE RN B E IR T B O
7V BSR A) U R R R
NHET AT EERUITHS. BUN
HEEUIE, BENEEH
MHEZ A Sy 7F— VIRt %
TERERETEH DT TS, L
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ISDB Manual (2005) Chapter 8 Reviewing a new drug: Is it a therapeutic advance?

Annex to Chapter8 (Evaluating harm)
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Box4 : BRRMGRE (B11) ZF AT 5 cdDEEET — 27
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&, Bl C R (3.6mg/kg/ H) &KL TH 5.
2 BLEERTRO DI, DHEETHD, TONEILFOLS>5E0

W5 GREE12).

< DK (Z4&id 09 mg/kg/ H, #HM&ld 3.6mg/kg/ H)
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