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postoperative nausea and vomiting %\‘1
FANN 115915 New England Journal
of Medicine (Vol. 350, 2004) [2]
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Tusens Respiration [Vol.72 (Suppl 1),
2005] [4]
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Support Care Cancer (Vol.13, 2005) [5]
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LAWY 1 é’qad1atﬂsan1ﬁﬁ'ﬂﬁL?Jummgmﬁm%'mm"‘a{iﬂmaﬂﬁﬁnLLm.l Parallel

Group Randomized Trials

Flow diagram for randomized studies
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Screening Randomization Assessment
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Ga0eef 1 TmITE509 Design
and rationale of the PREVENT III clinical
trial: Edifoligide for the prevention
of infrainguinal vein graft failure
aﬁa\lwﬂ%’sﬁﬂﬁ Vascular and Endovas-
cular Surgery (Vol.39, 2005) [21]
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A2081971 2 NUAFLIETDI A trial of
shortened Zidovudine regimens to
prevent mother to child transmission
of human immunodeficiency virus
type I aﬂs\lvﬂuﬁﬁﬂﬁThe New England
Journal of Medicine (Vol.343, 2000) [22]
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WAMIWA 4 LLAWNITALANNI5IALI5a9 Design and Rationale of the PREVENT

III Clinical Trial: Edifoligide for the Prevention of Infrainguinal Vein Graft Failure

(I@ﬂé%’umgymmmﬁms Vascular & Endovascular Surgery 238 INANN SAGE Publication)

1,400 patients: Lower Extrenity Vein

Bypass for Critical Limb Ischemia

/\

‘ Edifoligide ‘

‘ Placcebo ‘

Adverse event for
30 days

Intensive graft surveillance 12 months:
duplex ultrasound at 1, 3, 6, 9 and 12 months

Clinical endpoint:
Index graft revision or leg amputation
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LWAWMINH 5 LWNWNISAILIRUN153381589 A trial of shortened Zidovudine regimens
to prevent mother to child transmission of human immunodeficiency virus type I

(I@yvl,é’%uawzymmﬂ’maﬁ The New England Journal of Medicine ﬂaﬂﬁﬁﬁﬂﬁs\lﬁ Massachu-
setts Medical Society)

Final Analysis

1114 Women
enrolled
[
[ \ |
;119 Alsmgned to S}?}O f’-éisggni% Lt10 345 Assigned to
ong-long group g group short-long group
11 Lost to 4 Lost to follow- 5 Lost to follow-
follow-up up before up before
before delivery delivery delivery
408 Deliveries, 346 Deliveries, 340 Deliveries,
including 3 sets of including 2 sets of including 1 sets of
twins twins twins
1 Dropout after delivery, 1 Dropout after delivery,
1 death after delivery 2 death after delivery 2 Stﬂ]lzll_rkt)h, 1
(no PCR), (no PCR), secotn -oorn
5 stillbirths, 3 3 stillbirths, 2 Wi
second-born twins second-born twins
401 Infants tested 340 Infants tested 338 Infants tested
for HIV for HIV for HIV

Figure 1. Treatment Assignment, Loss to Follow-up and Pregnancy.
Eighty-seven women assigned to the short-short group on or after December 4, 1998,
were not included in any of the analyses of Efficacy.

wnwmwd 6 sUuuumsideuuyldangudediffaiefiazinu 2 dade (2 x 2 crossover
design)

Treatment A Treatment A

/— O, /I:I Oa
| \_
\, Treatment B / \ Treatment B
T TI:I TB s O:
Screening Randomization Assessment1 Randomization Assessment 2
N xx = o ¥wi1 x o T 2
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Ghathe?t 1 9mASEDs Randomized
crossover trial of transdermal fentaryl
and sustained release oral morphine
for treating chronic non-cancer pain
aﬂmwﬂ%’aﬁﬁﬁ British Medical Journal
(Vol.322, 2001) [27]
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Ghathedl 2 13509 A Rand-
omized, double-blind, crossover, pla-
cebo controlled clinical trial to asses
the effects of condesortan on the insulin

sensitivity on non-diabetic non-hy-

LAWY 10 LNUNISONLILNNS2981589 Randomized crodomied crossover trial of

transdemal fentaryl and sustained release oral morphine for trating chronic non-

cancer pain

(Inel¢¥uaynNaaIn1381s British Medical Journal #09813INANN British Medical Journal

Sustained release morphine (n=130)
Withdrawals (n=6)

Sustained release morphine (n=108)
Withdrawals (n=16)

]

Completed trial (n=02)

Group, Ltd.)
‘ Eligible patients {n=256) ‘
‘ Randomisation ‘
Transdermal fentanyl {n=126)
Withdrawals (n=18)
Transdermal fentanyl (n=124)
Withdrawals (n=20)
Completed trial (n=104)
Total complsted trial (n=196)
Tatal withdrawals {n=60)
Withdrawals receiving
transdermal fentanyl (n=38}
Withdrawals receiving
sustained release morphine (n=22)
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pertensive subjects with dysglycemia
and abdominal obesity aﬂmwﬂ%’aﬁﬂﬁ
Trials (Vol.7, 2006) [28]
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BLAWATWY 11 LbUNISALIWN15I981589 A Randomized, double-blind, crossover,

placebo controlled clinical trial to asses the effects of condesortan on the

insulin sensitivity on non-diabetic non-hypertensive subjects with

dysglycemia and abdominal obesity

(aelésuaunnameldulenns open access 994 Trials)

Visit  Screening A B 1 2 3 4 5

7 1a 2a 3a 4a S5a 6a 7a Ba

Week 4 3 -4 0 1 4 8 12 16 20 24 25 28 32 36 40 44 48 52
Candesartan 16/32 mg/d Candesartan 16/32 mg/d e
Placebo X
( Placebo Placebo >

Figure 2
title. Study design.
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Ghathefi 1 1TuEs A double-
blind, randomized, clinical trial of
the effect of vitamin A and zinc
supplementation on diarrhea disease
and respiratory tract infections in
children in Mexico city, Mexico FANN
114319815 American Journal of Clinical
Nutrition (Vol.83, 2006) [30]

a v g [ a Yo
swATetdumadssfiunanms sy
fladufinm 2 fady Agtunumsidendn
WUURIA3EIW 2 x 2 FD lagdid13as
lassmsazgngsidn 1 Tu 4 ngu antin

~ Aa 6 A A 1
LANIAINER AT HUN BUTENINS

‘ ‘ Les2-p 013-084.indd 29

FUUYUAITINEN19AATIN

3 nait lvsuifadedneniiungsi s
fladufinen (Qunmni 14)

Gethedi 2 i3seiEas A Two-by-
Two Factorial Trial Comparing Oral
with Transdermal Estrogen Therapy
and Fenrentinide with Placebo on
Breast Cancer Biomarkers ﬁﬁwﬂu
1793 Clinical Cancer Research (Vol.10,
2004) [31]
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LABATWA 14 LLHNWAISAEWAI15I38L589 A double-blind, randomized, clinical

trial of the effect of vitamin A and zinc supplementation on diarrhea disease

and respiratory tract infections in children in Mexico city, Mexico

1 o v A 6
(I@ﬂé’fiuawtymmmﬁms American Journal of clinical Nutrition #8J81UNNNN American

Society for Nutrition)

30
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inclusion
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Refused to participate
(n=9)
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A

A

Aliocation to
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Received allocated
intervention (n =194)

Did not receive
allocated
intervention

h=2)

Allocation to Vitamin
A group (n =199)

Received allocated
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Did not receive
allocated
intervention

Allocation to Vitamin
A+ Zinc group (n =193)

Received allocated
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Did not receive
allocated
intervention

Aliocation to
Placebo group (7 = 198),

Received allocated
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allocated
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!

Lost to follow-up
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WA 15 LLAWNISALAKN15I8589 A Two-by-Two Factorial Trial Comparing

Oral with Transdermal Estrogen Therapy and Fenrentinide with Placebo on

Breast Cancer Biomarkers

Y] - o o A 6 . .
(I@ﬂé’huau:ymmmﬁms Clinical Cancer Research 9a3aMUNNWNIN Association of Cancer
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=]
Oral Transdermal
CEE E2
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intervention (n=12) intervention (n=6) abroad) intervention (n=9)
Reason (4 adverse Reason (2 adverse Discontinued Reason (4 adverse
events; 8 refusals) events; 4 refusals) intervention (n=7) events; 5 refusals)

Analyzed (n=45)
Excluded from
analysis (n=9)
Reason (2 adverse
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analysis (n=3)
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Excluded from
analysis (n=7)
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Satheft 3 idaEes Methylene
blue for malaria in Africa: results from
a dose-finding study in combination
with chloroquine (Malaria Journal,

2006) [32]

LWAINA 16 ‘gﬂLLﬂJﬁJﬂ‘l'ﬁﬁ’&lLLﬂﬂJ Dose escalation factorial design
(gﬂmﬂwﬁa?{a A Parallel Phase I/II Clinical Trial Design for Combination Therapies

(Biometrics, 2006)

Drug B

High — 6 9
Medium — 3 7
Low — 1 4
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phase Ib dose-escalation trial in
Kenyan children NN N85 PLoS
Clin Trials (2006) [33]
ddeiifumsansndussesi 29
Aqaysnvazdssiduanateaniy
(safety) MIQ10UAUDY (reactogenicity)

WAYMININNH (immunogenicity) U4

WA 17 LLNWAISA1LAWN159381589 Methylene blue for malaria in Africa:

results from a dose-finding study in combination with chloroquine

(eeldsuaynnameléuleine open access 989 Malaria Journal)

Group A = 4x daily CQ-MB, Group B = 2x daily CQ-MB, FAS = full analysis set, PP = per protocol set

Randomized in level 1

Randomized in level 2 Randomized in level 3

Group A n=78 Group A n=78 Group A n=62
Group B n=79 Group B n=77 Group B n=61
Vomiting of 1* treatment Vomiting of 1* treatment Vomiting of 1* treatment
Group A/B n=3/7 le— Group A/B n=0/2 le— Group A/B n=0/8 le—
Exclusion for other reasons Exclusion for other reasons Exclusion for other reasons
Group A/B n=0/0 Group A/B n=0/3 Group A/B n=0/0
Enrolled to level 1 (FAS) Enrolled to level 2 (FAS) Enrolled to level 3 (FAS)
Group A n=75 Group A n=78 Group A n=62
Group B n=72 Group B n=72 Group B n=>53
Eligibility criteria DO Death D0-D3
Group A/B n=10 Group A/B n=1/0 .
Repeated vomiting D0-D3 Repeated vomiting D0-D3 Repeated vomiting D0-D3
Group A/B n=4/3 Group A/B n=0/3 Group A/B n=2/2
Other protocol violation D0-D3 le—| Other protocol violation D0-D3 Lost to follow-up D04-D14 le—
Group A/B n=0/1 Group A/B n=12 Group A/B n=0/1
Other antimalarials D4-D14 Lost to follow up D4-D14 Missing Information D14
Group A/B n=372 Group A/B n=1/3 Group A/B n=7/3
Missing Information D14 Missing Information D14
Group A/B n=1/4 Group A/B n=2/0

Efficacy outcome level 1 (PP)
Group A n= 66
Group B n=62

Efficacy outcome level 2 (PP)

Efficacy outcome level 3 (PP)
Group A n=73 Group A n=53
Group B n=64 Group B n=47

33

‘ ‘ Les2-p 013-084.indd 33 42711 4:32:24 PM‘ ‘



A1951A713399NAATIA

MIuLLLVAaasTTuINASE (FMP1/
AS02A) Wyunudaguids ey
(Innovax@ rabies vaccine) ?Tu‘ﬂLL‘]_I‘LI
rosrAdaduuumai N e
ey lasutsnguénaehafiungueay
(cohort) W3 4 NGN NEIAD 3 NFNHIN
Ie5agunaanslusziusnams (10, 25,
50 mg) daudnnguniteldTuTadu
Wisuifiay madangaiiaslfaues
gharfuwag 3 ngauan deiSueiuluena
AAULININ Lémﬁﬂﬁjmmﬂ%’sgﬁum
10 mg raow nadaengui 2 ldseduen
25 mg LL@Sﬁ@IS\IﬁI 3 1@szduen 50 mg
Lufausas an wé’wmﬁmm’amq’m
FIANEITEAULAN LGTIILINIVDINIT
Ieenvasusazng nagrreiwdugaan
MANAALLIMN (@mewwﬁ 18)

A v ‘:s; P
sUnuUMATeddum i Nawe
v A o v | 1 G
AADU NNIALTIIIN LLWﬁL‘]J%‘E'ﬂLL‘U‘LI

mMyIdsuungewn W lgmIiaenaen
Tustuuumsidawuunaeiadadnm
v 1 dlcil 1 %

Tughathefifinannanuén

(4 1 dl a v A

0208197 5 9IUILLT 09 Dose
escalation of a curcuminoid formulation
FRNN U960 BMC Complementary
and Alternative Medicine (2006) [34]

Aa v cgi/ AR
M33TuidugUuuuaasmsdinm
mafindSnadiadefifnmethsihe Tag
AN NI MEITIAUIINTEAY 500
fl4 12,000 Aadn¥u THoranadasgumn
auysoidsudsemuadunuamsdsnd
gj z”cau [ % % a Yo
VaaTede e mnadieatiay 3 enlddy
;9: dl v J L% A o  w
gl ufiszaruenai 3esldausduain
naaf lesu 500 dadnu luaudengs
FOvef L[5 12,000 AadnSa Wama
Aa v 1 1R Ay
Auldnuemslidfelsasdqiauss

(QUAUMNY 19)

LANTW 18 LNBNISAILIRWANSIALEDS Safety and reactogenicity of an MSP-1

malaria vaccine candidate: A randomized phase Ib dose-escalation trial in

Kenyan children

(eeldsuayanamelduleing open access 989 PLoS Clinical Trials)

Table 2. Timing of First, Second, and Third Vaccinations for
Each Cohort (Dosage Group) over 12 wk

......................................................................................

Cohort

Month 0 Month 1 Month 2 Month 3 Months 4-11

10 pg/rabies Screening 1st
25 pg/rabies 1st
50 ug/rabies

2nd

st

3rd SAE follow-up
2nd 3rd
2nd 3rd

34
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WA 18 LAWNIFOLRWANSIALEDS Safety and reactogenicity of an MSP-1

malaria vaccine candidate: A randomized phase Ib dose-escalation trial in

590 Parents Briefed
:I 154 Declined to Consent

Kenyan children (a12)

436 Parents Consented
»{ 118 Declined to Return for
Screening
139 Subjects Ineligible 318 Subjects Screened
40 Anemics
26 Acutely ill (malaria, etc) < v > 25 Subjects Initially
21 Elevated ALTs Ineligible, but Treated
11 Malnourished | 154 Subjects Initially Eligible | for Malaria
41 Other reasons
: ]
[ 135 Subjects Randomized ]:
« v
v v v v
45 Allocated to & 30 Allocated to & 30 Allocated to & 30 Allocated to &
Received st Dose of Received 1st Dose of Received 1st Dose of Received 1st Dose of
Imovax® 10 ug FMP1/AS02A 25 ug FMP1/AS02A 50 ug FMP1/AS02A
| 2 did not receive dose 2 1 did not receive dose 2 ] 2 did not receive dose 2 [
1 for family discord because of family discord 1 migrated from study area
1 migrated from study area 1 withheld for adverse
event
A A 4
43 Received 2nd Dose | | 30 Received 2™ Dose 29 Received 2™ Dose I I 28 Received 2nd Dose
—» 4 did not receive dose 3 —» 2 did not receive dose 3 2 did not receive dose 3 [—
1 migrated from study area 1 for family discord 1 withheld for adverse
2 withheld for adverse 1 withheld for adverse event
events event 1 for family discord
1 withheld for receiving
steroid
A A y A 4
39 Received 3rd Dose I I 28 Received 3rd Dose 29 Received 3rd Dose | | 26 Received 3rd Dose
—»{ 1 started, but did not 1 started, but did not —
complete, 90 day FU complete, 90 day FU
period because of period because of family
migration from study area discord
A 4 A A
38 completed 90 day FU 28 completed 90 day FU 29 completed 90 day FU 25 completed 90 day FU
period & entered ATP period & entered ATP period & entered ATP period & entered ATP
Cohort Cohort Cohort Cohort
—»| 4 completed 90 days, but not —»{ 3 completed 90 days, but not —»{ 2 completed 90 days, but not
the entire trial the entire trial the entire trial
2 for family objections 1 for family objections 1 migrated from study area
to further blood draws to further blood draws 1 for family objections
1 migrated from study area 1 migrated from study area to further blood draws
1 mother withdrew consent 1 died
for unknown reasons
5 completed 90 days, butnot  [€—
the entire trial
3 migrated from study area
1 for family objections
to further blood draws
1 consent withdrawn for
unknown reasons
A A A 4 A 4
34 completed trial 25 completed trial 27 completed trial 20 completed trial
in ATP Cohort in ATP Cohort in ATP Cohort in ATP Cohort

Figure 1. Trial Profile
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LLAWAIWH 19 WANI53I8L509 Dose escalation of a curcuminoid formulation

(I@aiﬁ%uawtymm EJ%?%IEIUWEI open access 983 BMC Complementary and Alternative

Medicine)

Table I: All adverse events by dose levels

Dose level2 Type No. of events Toxicity grade®
1000 mg Diarrhea | |
4000 mg Headache | |
8000 mg Rash | |
Yellow Stool | |
10000 mg Yellow Stool | |
Headache | |
12000 mg Diarrhea | |

aTotal of 3 subjects at each dose level
& National Cancer Institute, Common Toxicity Criteria v.2.0 [10]
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Ghatheft 5 T30 Personalized
versus non-personalized computerized
decision support system to increase
therapeutic quality control of oral
anticoagulant therapy: An alternating
time series analysis GWNN WINTES
BMC Health Services Research (2004)
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LLN%J‘I']‘W‘?; 22 LLN‘I«Lm%?J‘:]'ElLém Personalized versus non-personalized com-
puterized decision support system to increase therapeutic quality control of oral
anticoagulant therapy: an alternating time series analysis

(I@a‘lé’%uawtymmﬂéfﬂmma open access 9839 BMC Complementary and Alternative

Medicine)

A B C B C A C A B

Phase 1 Phase 2 Phase 3

Figure |
Study Design. A: Period without any decision support system; B: Period with non-personalised decision support system; C:
Period with personalised decision support system

neuropathic pain FWNW 119613 The (active placebo) A ENlaaN TN (lora-

New England Journal of Medicine (2005)  zepam) FUMT lASUNDIAL (morphine)
[38] 2819 87 UIBLINL N (gaba-

SUuresmaSemuikfuuuuntle  pentin) aehaifen Wialdsure 2 den
U

v 1 | A 4 [ . . [ v 6
VL°?J’J‘r’1€§3\| 4 94 (4 period crossover) tNa  WIBKe) N (combination) GIULINAAND

a ~ Yo A £ o A @ X .
L'ﬂiﬂ‘].lmH‘].Iﬂ']‘ﬂ@'i‘].lﬂ?%ﬂ@ﬂ'i’laaﬂﬂ‘ﬂﬁ NANAD ATLBUANNLIALLUIA (1nten81ty
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- LU charge to open-label trial
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LLAWAIWH 23 LLNN1S3 L5849 Morphine, Gabapentin, or their combination for

neuropathic pain

(I@a”lﬁ%uawtymmﬁ’maﬁ The New England Journal

of Medicine &1UNANW Massachusetts

Screened, 86

Declined to participate, 13

Excluded, 6

Inadequate pain, 4

Competing pain, 2

Hypersensitivity to study
drugs, 2

Questionable diagnosis, 1

Substance abuse, 1

Underwent randomization, 5
Diabetic neuropathy, 35
Postherpetic neuralgia, 22

7

Treatment Period A, N=57
Placebo, 14
Gabapentin, 13
Morphine, 16
Combination, 14

Withdrew, 11
Placebo, 0
Gabapentin, 3
Morphine, 4
Combination, 4

Treatment Period B, N=46
Placebo, 12
Gabapentin, 11
Morphine, 10
Combination, 13

Withdrew, 3
Placebo, 1
Gabapentin, 1
Morphine, 1
Combination, 0

Treatment Period C, N=43
Placebo, 10
Gabapentin, 11
Morphine, 13
Combination, 9

Withdrew, 1
Placebo, 0
Gabapentin, 0
Morphine, 0
Combination, 1

Treatment Period D, N=42
Placebo, 8
Gabapentin, 13
Morphine, 10
Combination, 11

Withdrew, 1
Placebo, 0
Gabapentin, 0
Morphine, 0
Combination, 1

Completed all 4 treatment

periods, 41
Diabetic neuropathy, 25
Postherpetic neuralgia, 16
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treatment for low back pain? A factorial
randomized controlled trial comparing
intravenous analgesics with oral
analgesics in the emergency department
and a centrally acting muscle relaxant
with placebo over three days R
FN NN 114219815 BMC Emergency
Medicine (2001) [49]
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LLANLNIN 32 Lmums"’a’iiau,%'aa Which treatment for low back pain? A factorial
randomized controlled trial comparing intravenous analgesics with oral
analgesics in the emergency department and a centrally acting muscle
relaxant with placebo over three days

(I@avl,é’%fuawagmm eiléulenng open access 789719613 BMC Emergency Medicine)

Acute low backpain

Randomisation / \
Immediately Immediately
Diclofenac 150mg po Diclofenac 75mg iv
n=1135 n=115
v v

L. Primary endpoint (at 90 minutes): visual analogue scale

N N

Over next 3 days Over next 3 days Over next 3 davs Over next 3 days
Placebo po l'izanidin 3x2mg po Placebo po Tizanidin 3x2mg po

+ + + 4

Randomisation /

Diclofenac 2x100mg po Diclofenac 2x100mg po  Diclofenac 2x100mg po Diclofenac 2x100mg po

| l

2. Primary endpoint (at day 4): visual analogue scale
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@208 2 US89 The need
for a large-scale trial of fibrate therapy
in diabetes: The rationale and design of
the fenofibrate intervention and event
lowering in diabetes (FIELD) study
%daﬁzdwﬂu’;ﬁm’i Cardiovascular Diabe-
tology (2004) [50]

A v dll AEAI (= (%) 6
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1R 6 U o
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circumecision for reduction of HIV
infection risk: The ANRS 1265 trial
FaN 49815 PLoS (2006)[51]
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LLAINH 33 LLN159981589 The need for a large-scale trial of fibrate therapy

in diabetes: the rationale and design of the Fenofibrate Intervention and
Event Lowering in Diabetes 152 FIELD study

Yo
(I@ﬂ@ﬁ‘].lmqﬁymm ﬂéfuiﬁm&l open access 29113715 Cardiovascular Diabetology)

Invitation to register

clinically eligible identified

Visit 1: screening in clinic — those willing and

A 4

4-week dietary
run-in phase

Visit 2: laboratory-eligible patients identified

6-week single-blind

A\ 4

placebo run-in phase

Visit 3: willing and eligible patients without
interceding CVD event identified

6-week single-blind
active run-in phase on

A 4

fenofibrate 200 mg
daily

without interceding CVD event

Visit 4: random allocation of eligible patients

Comicronized fenofibrate
200 mg daily for average of
5 years

Matching placebo capsule
daily for average of 5 years

A 4

Follow-up in clinic 6-monthly for study outcomes and any adverse events
until median of 5 years follow-up or 500 major CHD events have occurred

Figure |

Study flow schema. CVD = cardiovascular disease.
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LUATWH 34 LLWN1538L589 Randomized, controlled intervention trial of male
circumcision for reduction of HIV infection risk: The ANRS 1265 trial

(eeldsuayanameléuleine open access 989719813 PLoS Medicine)

3,483 assessed for cligibility
209 excluded
I » (203 withdrew)
* (6 other)
‘ 3,274 randomized
Control group Intervention group
72 HIV+ 1,582 HIV- 1,546 HIV- 74 HIV+
76 lost to follow-up® ™ 51 lost to follow-up*
(1 Died) < (1 Died)
1,398 M3 visits 1,432 M3 visits
r
108 missing 89  circumcised 1,339 circumcised 63 missing
1,309 not circumcised 93 not circumcised
1,398 analyzed 1,432 analyzed
0 not analyzed ** 0 notanalyzed **
50 lost to follow-up* " b 40 lost to follow-up*
(4 Died) 3 y (2 died)
1,409 M12 visits 1,417 M12 visits
y ¥
47 missing 104 circumeised 1,321 circumcised 38 missing
1,305 not circumcised 96  not circumcised
1,402 analyzed 1,412 analyzed
7  notanalyzed ** §  notanalyzed **
25 lost to follow-up* # 9 lost to follow=up*
3 Died (2 died)
( ed) | ] v
1,105 M21 visits 1,131 M21 visits
r
4
126 planned 114 circumcised 1,039 circumcised 315 planned
991 not circumcised 92 not circumeised
1,102 analyzed 1,127 analyzed
3 not analyzed ** 4 not analyzed **

Figure 1. Trial Profile
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individualized evidence-based medi-
cine: Five n-of-1 trials of methyl pheni-
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date in geriatric patients awwiu
AN9819 Journal of American Geriatrics
Society (Vol.49, 2001) [57]
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in geriatric patients

(I@ﬂé’%uamymmmﬁaﬁ Journal of American Geriatrics Society 20981TINANN Blackwell

Publishers Ltd.)
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298199 2 NUIFYLTDY Switching
from NSAIDs to paracetamol: a series
of n-of-1 trials for individual patients
with osterarthritis ﬁv‘mﬂmﬁmi
American Rheumatism Diseases
(Vol.62, 2003) [58]

Aa v :i/ [~ = U )

NI UM TENNUIBIUIN
13 T8 I@m;ﬁﬂ’mu@iaﬁmaﬂé’ﬁumi%ﬂm
) < . ! .
11 5 uaea (pairs) Tulsiazuns (pair)

FuuuuNITI9EN19AE1N

az|@en NSAIDs 2 dlenh sduifumale
EINIT TGO INDY (paracetamol) an
o 6 vy | | A
2 dUa Wilwusazauaz)ngalaen
M9 LA UMIT NN MR LATINIT FIT T
A A o o [ | < .
Fefidrdumslansay usan (pairs)
Tsdwslouu e l@nanindr i lumsisems
AATNIWIALAN AITAEFDINNITUNEWD
TNUASDLATDIANBULNRNAIDENI s
MFUMTIATUMISNIN (Qumunwii 36)
LA INYAINITIILIIUNITIA &l bbI1

n-of-1

LAWAINT 36 NAN1SIALLGDS Switching from NSAIDS to paracetamol: a series of
n-of-1 trials for individual patients with osterarthritis
(I@Hi@?%llamymmﬂ?ﬁﬁﬁ Annals of the Rheumatic Diseases maqﬁwﬁﬂﬁmﬁ British Medical

Journal Group, Ltd.)

‘ ‘ Les2-p 013-084.indd 61

Table 1  Patient characteristics and reasons for withdrawal of 13 participants with OA of the hip or knee in a series of n of 1
trials
Patient  Sex (M/F), Drug treatment before Number of weeks completed,
No age, joint the start of the trial Trial drug reasons for withdrawal
1 F, 71, hip 3xday 400 mg ibuprofen 3xday 400 mg ibuprofen v 3xday 1000 mg 20
paracetamol
2 M, 82, knee  3xday 50 mg diclofenac 2xday 50 mg diclofenac v 3xday 1000 mg 0, (on?/ 3 days): Perceived
racetamol lack of efficacy (stiffness)
3 F, 80, knee 3 (sometimes 4) xday 400 mg ibuprofen  3xday 400 mg ibuprofen v 3xday 1000 mg 20
paracetamol
4 F, 91, knee Mostly 1xday 50 mg diclofenac 1xday 50 mg diclofenac v 1xday 1000 mg 20
(somefimes more) paracetamol and 1 xday 500 mg paracetamol
5 M, 50, knee  1xday 50 mg diclofenac 1xday 50 mg diclofenac v 1xday 1000 mg 20
paracetamol and 1 xday 500 mg paracetamol
6 F, 54, knee 1 or 2xday 500 mg naproxen 1xday 250 mg naproxen and 1 xday 500 mg 20
naproxen v 3xday 1000 mg paracetamol
7 F, 73, knee 1 xday 50 mg diclofenac 1xday 50 mg diclofenac v 1xday 1000 mg 20
paracetamol and 1 xday 500 mg paracetamol.
After 2 weeks she was prescrlbed 1000 mg additional
itant disease (gout)
8 F, 62, knee 1 or 2xday 100 mg diclofenac 2><doy 50 mg dlclofenuc v 2xday 1000 mg 4: Perceived lack of
porace'umol efficacy (pain)
9 F, 82, knee 1 xday 75 mg diclofenac and 500 mg 1xday 25 mg diclofenac and 1xday 50 mg 20
paracetamol diclofenac v 3xday 1000 mg paracetamol
(after 4 weeks 2xday 1000 mg paracetamol)
10 F, 72, knee 1 xday 50 mg diclofenac, sometimes 1xday 50 mg diclofenac v 1xday 1000 mg 8: Concomitant disease
2xday 50 mg diclofenac paracetamol and 1 xday 500 mg paracetamol {back pain) and loss of
motivation
1 F, 77, knee 3xday 50 mg diclofenac 2xday 50 mg diclofenac v 3xday 1000 mg 4: Perceived side effects
paracetamol stomach complaints and
nausea)
12 F, 79, knee 3xday 50 mg diclofenac 2xday 50 mg diclofenac v 3xday 1000 mg 4: Perceived lack of efficacy
paracetamol (pain)
13 F, 90, knee 3xday 400 mg ibuprofen (and almost 3xday 400 mg ibuprofen v 3xday 1000 mg 2: Perceived lack of efficacy
every day 500 mg par |/codeine,  p | (pain)
sometimes also 1xday 500 g paracetamol)
*“The patient received 2000 mg instead of 3000 mg paracetamol daily because of alcohol use (about six units a day).
61
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(I@aié%fuawtymmmﬁms European Journal of Epidemiology Y3d1InANA Springer)

Number Preference Z V LR
of pairs, N
1 A 0.5 0.25 1.50
2 B 0 0.50 0.75
3 A 0.5 0.75 1.12
4 A 1.0 1.00 1.69
5 A 1.5 1.25 253
6 B 1.0 1.50 1.27
7 A 1.5 1.75 1.90
8 A 2.0 2.00 2.85
9 A 2.5 225 427
10 A 30 2.50 6.41
11 A 35 2.75 9.61
12 A 4.0 3.00 14.42
13 A 4.5 325 21.62
14 B 4.0 3.50 10.81
15 A 4.5 3.75 16.22
16 A 50 4.00 24.33
17 A 5.5 4.25 36.40
18 A 6.0 4.50 54.75
19 A 6.5 4.75 82.11
20 A 7.0 5.00 123.16
21 A 7.5 5.25 184.74
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&
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&
STOP the study — a boundary has been crossed

63

‘ ‘ Les2-p 013-084.indd 63 4/27111 4:32:55 PM‘ ‘



A191A713399NAATIA

»

MTANRWNITINE FIDI1VVLNIAUA I

1
AA vy v o

AT NASINTRIINATANS
vetidsnanmualmdowdnfazdadula
4 V.
waqoﬂmqmimﬂ@mmau
MTNANTNANITIR WU Trian-
gular Test 958 TT 7LEAI G0
I Lﬂmmumwaawﬂmﬂmamm
TuAaNUD L TRNNFT WGBIMINaNaL
(null hypothesis -H ) 913 @5uilade
all 1 9./040 1 [ [ %3 2
Aanmuazmsbu o5 lluanenatiuuan
r‘?%ﬁmimn'wamwﬁgmﬁaﬁu (al-
ternative hypothesis - HA in H)
aviflululufienslad evani oy w
NIt 9019 I35 NITRAITINANITIA Y
ANNNTNAFDULUUFDIN N7 1T 8N
Double Triangular Test %38 DTT ﬁVLG?T
u; A a a ::il 1 % dl
BuAmNUIEsaNNAg U T2
fFnin lFwa luein9n (H diff=0) way
a (% 1 [ Od‘ =3 v
SNNATIUT0ITUNT T8 Anu 1 wa
G 19T LT e bar be (H :diff#0)
< A o Aa o a4
Sudatlavufdnweia liwaania (H :
diff>0) n3atladaf @ni LA nauena
. My o o a
(H :diff<0) Aol PNUUIUIDINHNNR LN
pnazduluiermaladle (Quuunm
X
1 38) [65]

F20819 NWITEIS ag Triangular
test applied to the clinical trial of
azithromycin against relapses in
Plasmodium vivax infections ATERKIS

15819 Malaria Journal (2002)
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BLAWAWY 38 IFN1SNATHINANISIFLINNNTNAFIULUUFDINANINLTEN?1 Double
Triangular Test %32 DTT

(T@miﬁ%uamymmﬂéﬂmma open access 183313815 BMC Medical Research Methodology

10

— Rejection of Hg in favour of Hj

Continuation region

L+t - Non rejection of Hg

= Rejection of Hy in favour of Hf

Figure |
Stopping boundaries based on the TT for a = 0.05, § = 0.05 and R = | with 6, =0.7.

Zss
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Rejection of Hg in favour of Hf

~. Continuation region

20 2s 30

Sample size in SSD

(n=386)

Non rejection of Hg

Continuation region

Rejection of Hy in favour of Hy

Figure 2
Stopping boundaries based on the DTT for o = 0.05, 8 = 0.05 and R = | with 63 = 0.7.
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LWHWBATNY 39 WANISIALLTDY Triangular test applied to the clinical trial of

azithromycin against relapses in Plasmodium vivax infections ﬁ‘a"\&lﬂ'm‘t%

9198719 Malaria Journal (2002)

(awlésuaynnamelédulenns open access 999115613 Malaria Journal)

3

0,0 05 1.0 15 20

Figure |

W No significant improvement

25 V30 35 40 45 50

Design of the triangular test (upper boundary, Z = 2.58 — 1.51 V; lower boundary Z = -2.58 — 0.50 V) and the results of the
three sequential analyses. The Z and V statistics were calculated each time a patient relapsed. The corresponding points were
plotted on the graph and compared with the stopping boundaries. On the third analysis, the upper boundary was crossed,

causing the inclusion to be stopped.
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Chang yi&4a 529 Adaptive Design for
Clinical Trials sLum’:?ﬂisﬁ;gq International
Symposium on Applied Statistic Models
and Data Analysis (May 2005) [74]
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LAWY 40 Adaptive Design for Clinical Trials Tum'iﬂ'szgm International

Symposium on Applied Statistic Models and Data Analysis (May 2005)

(eelésuauanaain Dr. Mark Chang)
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WANWAIWH 41 Cluster randomized trial of an active, multifaceted information

dissemination intervention based on the WHO reproductive health library to

change obstetric practices: methods and design issues

(eelésuauanameldulene open access 99921585 BMC Medical Research Methodology)

53 hospitals approached

|———> 13 declined to participate

40 hospitals included

I

Stratification

/¢\

Thailand

N

Mexico*

e N,

Getheft 2 - Multicentre, cluster-
randomized clinical trial of algorithms
for critical-case enteral and parenteral
therapy (ACCEPT) (Canadian Medical
Association Journal, vol. 20, 2004) [3]
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e

Intervention Control
Total ICU admissions Total ICU admissions
n=995 n=2947
Eligible Eligible
n=275 n=246
Missed Missed
n=3 n=19
Enrolled Enrolled
n=272 n=227
Data Data
missing issing
n=3 n=4
Included in analysis Included in analysis
n=269 n=223
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Table 3: Hospital mortality rates among the
patients enrolled in the randomized phase at

each of the 14 hospitals
No. of deaths / no. of patients enrolled
Control group Intervention group

624 937

1531 20190

15127 12131

1971 8730

18/41 7123
7120 10037
2/9* 1721

*Hospitals that were not appropriately randomized,
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