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Evaluation of RCT

CONSORT
CONsolidated Standards Of Reporting Trials

1) Designed for authors and editors? ‘how to report a RCT’

2) Extremely useful for readers

IT'S A CHECKLIST OF ITEMS TO INCLUDE WHEN
REFPORTING A RANDOMIZED TRIAL
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ltem 1
Il titolo e I'abstract o

o\
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®®0%
ORIGINAL ARTICLE ‘ . \\,‘3\\6(‘\6\\.6\\6‘
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. . - 500\? A\
Glycemic Durability of Rosiglitazone, A\ é\d\\
Metformin, or Glyburide Monotherapy g e
e et
Steven E. Kahn, M.B., Ch.B., Steven M. Haffner, M.D., Mark A. Heise, Ph.D., $ S . 50(
William H. Herman, M.D., M.P.H., Rury R. Holman, F.R.C.P., Nigel P. Jones, M.A., \ 6\
Barbara G. Kravitz, M.S., John M. Lachin, Sc.D., M. Colleen O’ Neill, B.Sc, 66 (eg
Bernard Zinman, M.D., F.R.C.P.C,, and Giancarlo Viberti, M.D., F.R£Y 6 '\
for the ADOPT Study Group * P\ : 6\6 S ' o
\/00 O<\<3\<\ Aspetti metodologici
Ao
RO RKS
6(0\%{@%&9&Tuated rosiglitazone, metformin, and glyburide as initial treatment for recently
e ‘Ge\‘&iagnc-sed type 2 diabetes in a double-blind, randomized, controlled clinical trial

“\169 \\

Qe‘ involving 4360 patients. The patients were treated for a median of 4.0 years. The
()'\’0Q primary outcome was the time to monotherapy failure, which was defined as a
confirmed level of fasting plasma glucose of more than 180 mg per deciliter (10.0
mmol per liter), for rosiglitazone, as compared with metformin or glyburide. Pre-
specified secondary outcomes were levels of fasting plasma glucose and glycated
hemoglobin, insulin sensitivity, and 3-cell function.



Item 2: il background scientifico e ben
descritto ? N

UKPDS: plasma glucege

Problema clinico

HE ATTAINMENT AND MAINTENANCE

n sive

of near-normal glycemia reduces the risk of FP <6 mmoll.

long-term complications of diabetes.’3 De- 066\)’\ —
spite lifestyle and pharmacologic interventiong\ © 6\5
glucose levels increase over time in type %@@g\ -(ege‘
tes, probably as a consequence of e@‘ﬁ%%\@-"e\eﬁ
function.* The progressive n%@@% 8{9@& diabe-
tes makes it difficult to m¥Mtaigc€rget levels of
glycated hemoglobj gﬁ%{ém@itimml glucose-low-
ering agﬁntsgé‘qfﬁ e,gef%rally necessitates the es-
calatia&@g U dBses and the use of combination

S : . |
6]@@9{31&5 or msulin. |
01 2 3 4 5 8 001 2 3 4 5

Years From Randomization

[p-Cell
Function® (%)

—= Conventional —=— Sulfonylurea —— Metformin

From UKFDS 26




ltem 3a: criteri inclusione ed
esclusione o

xO
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PATIENTS a\’\,‘3 6\6\\.

Eligible patients were between the é{@é}g\g{a@
and 75 years, with fasting plas&:&%ﬂugé&ﬁevels
ranging from 126 to 180 éltg(}\:)eg@%ﬁliter (7.0 to
10.0 mmol per lit @wﬁi@ﬂi%r only treatment
was lifestyle E@lﬁ&% * Exclusion criteria in-
-.:IudEf:I \c/@ﬂh%%@:ﬁ%niﬁﬂant h:apat%c di.sease, renal
1%‘?\'&{@% a history of lactic acidosis, unstable

D Qﬁ'\%&%‘re angina, known congestive heart failure

‘QQQ‘( e\le@HF, New York Heart Association class I, II, III,

. \C .
e o‘f;\\\\‘a eet E or IV), or uncontrolled hypertension.13
O



ltem 3a: criteri inclusione ed esclusione con
caratteristiche della popolazione selezionata

SO
Table 1. Baseline Characteristics of the Patients.* Table 1. (Continued.) (\‘\6
Rosiglitazone Metformin Glyburide Ros[glitazone ormin Glyburide
Variable (N=1456) (N=1454) (N=1441) Variable (N= 145 d 454) (N=1441)
Demographic characteristics Metabolic characteristics \a\a 6\
Age—yr 56.3+10.0 57.9:9.9 56.4£10.2 Fasting plasma glucose — mg/d| 51@?\ 151.3£25.6 152,427 3
Male sex — no. (%) 811 (55.7) 864 (59.4) 836 (58.0) Glycated hemoglobin — % OG 7.36:0.93 7.35:0.92
Race or ethnic background —no. (%) Fasting insulin — pmolﬂiter % 6\\3 149.9+108.2 15181116 150.4£113.1
White 1270 (87.2) 1295 (89.1) 1282 (89.0) , N \ %
ek Insulin sensitivity \‘3'%
Blac 61 (4.2 3.7 61 (4.2
_ 2 1) 2 Median 6\) G(e 33.8 333 33.1
Asian 39 (2.7) 5 (2.4) 32 (2.2) Qg
o |neq fle ran 227-48.6 226474 22.5-49.2
Hispanic 76 (5.2) 5(3.8) 61 (4.2) ®
Other 10 (0.7) 5 (1.0) 5(0.3) B\e\ - ﬁmc“@
. ) 68.0 69.5 67.9
Region — no. (3&) ( @
North America 758 (52.1) 758 (52.1) ?ﬁé 6‘\ Q Interquartile range 51.4-87.8 52.0-90.2 52.8-87.7
Europe 698 (47.9) 696 (47.9) (4? 4)3\3 GAD positive—no. (%) 35 (4.0) 70 (5.1) 50 (3.6)
Time since diagnosis of diabetes — no. (%) \) Lipids
<lyr 650 (44.6) \a 0‘53? (44.2) Total cholesterol — mgjd|
1-2yr 759 (52.1) Pﬁ (49, t‘O(\ 751 (52.1) Median 205 204 202
>2yr 47 (3.2) 6@ eﬁ% 53(3.7) Interquartile range 177-231 177-231 177-230
Anthropometric characteristics g \6 6\6 LDL cholesterol — mg/dI|
Weight — kg ( Q@ 1513’9( 91.6:18.7 92.0+20.0 Median 121 120 119
Body-mass indexf: (\0 32.126.1 32.2:6.3 Interquartile range 98144 96-143 98144
Waist circumference — cm s \‘ ( 5.3+14.6 105.6+14.3 105.6+15.1 hol I dl
6 ? HDL cholesterol — mg/
Hip cucumference @ 111.4+14.1 111.2+13.4 111.8+14.2 )
Q Median 46.9 465 473
Waist-to-hi 0.95+0.09 0.95+0.10 0.94+0.09
Interquartile range 39.0-54.6 39.6-55.0 39.0-55.4
Blood pressure
: Triglycerides — mg/dl
Systolic — mm Hg 133+16 13315 13315
Diastolic— mm Hg 809 8049 799 Median 163 165 156
Antihypertensive therapy — no. (36) 744 (51.1) 737 (50.7) 753 (52.3) Interquartile range e Lt —
Lipid-lowering therapy — no. (%) 378 (26.0) 377 (25.9) 370 (25.7)




ltem 3b: setting and location

N
drugs (Fig. 1). Investigators at 488 centers in the ‘0\)6\0\09
. . . O\
United States, Canada, and 15 European countries 9“96\2\\
\apr\Ce
W v
5\

participated in the study. Randomization was e\i}\\a
formed centrally and was concealed and m?\i%

according to the sex of the patienl:s WS@I@‘bf SIX.



ltem 4: descrizione dell’'intervento

In a double-blind regimen, patients received ini- ,\O\OCS\@'

tial daily doses of 4 mg of rosiglitazone, 500 mg 6\0\6\06

of metformin, or 2.5 mg of glyburide. All dru%\a@& a\'\a“\&

were prepared in identical capsules to make\ghén@é o
C e : Q% L A\
indistinguishable. For each drug, t%ﬂaﬁ’og@\’@'as
increased according to the pr%@é}il\\‘w@tﬁe max-
imum daily effective dosg\# ﬁ%gycﬂe rosiglitazone
twice daily, 1 g Gi%@igl‘%mﬁ%l twice daily, and
7.5 mg of E&wﬁ&w& daily). A dose increase
was reggy ateeach visit if the fasting plasma

2 S -

gl&mﬁ% Q@*@fl was 140 mg per deciliter or more; a

‘ 6Q@‘El?:cec*;i:ﬂ!el“(neqz‘lu-::tit::vr.l was permitted if adverse events

=
‘0905\“ ?%ccurred.
O\



Item 5: lo scopo delle studio e
chiaro ?

Our study, called A Diabetes Outcome Progresé\\a“g c;\\'a\
sion Trial (ADOPT), was a multicenter, ra&gﬁm
1zed, double-blind, controlled clinical %Naﬁ:? NG
to evaluate the durability of %g&éﬁj\fgegntml In
patients receiving mon am(??&th a thiazoli-
dinedione, msxgh&g@%&é@&mdia GlaxoSmith-
Kline); a bi gﬁ’g’e ﬁﬁﬁ}nrmm (Glucophage, Bris-
tol- M%&;\S\ I@B% or a sulfonylurea, glyburide
(M@ar Q@S‘é\ Pfizer). All the patients in the study

a"ah\@eﬁcft received previous pharmacologic treat-
\’\\\‘6% 5 (\G?nent for type 2 diabetes that had been recently
O@Q diagnosed (i.e., within 3 years). The primary out-



ltem 5: L’ipotesi di lavoro e ben posta ?

Pathophysiology of T2DM

\!
‘\‘QQ W\
SN gef
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SO o
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06\50(\

Thiazolidinediones reduce insulin resistance
by sensitizing muscle, liver, and adipose tissue to
mnsulin® and delay progression to type 2 diabetes
in patients with glucose intolerance.”** Small clini-
cal studies have suggested that thiazolidinediones
preserve B-cell function.®*? Thus, they may be of
benefit as initial treatment of type 2 diabetes.



ltem 6. End-point primario

The primary outcome was the time from random-

ization to treatment failure, which was defined \09?
. : O
as confirmed h}rpergl}rcemlg [_fastlng plasma g!u— ‘ 0'\0\06
cose level, >180 mg per deciliter) on consecutive 'a@d\\\a\\
. \ . ’
testing after at least 6 weeks of treatment at the ‘e’(@\\e‘\ R\
maximum-dictated or maximum-tolerated dose \\6609\6\\3\\6
. . . . \
of the study drug. An independent adjudu::atm%\)\@'ae‘ea%
" e .
committee, whose members were unaware\\géﬁ'%i\ 50‘\\‘
signments to treatment groups, used?\ g;éﬁ%
P‘QQ 6\66
ltem 6: End-p@ii%%f’%?\“secondari
. 3o el
(0\6 \o -
_ AT (@ _ glucose level of 140 mg per deciliter or less). Other

PTEEPECIﬁE‘%@t%?'@@ outcomes included the prespecified outcomes were levels of fasting plas-
time ‘ffﬂ@%ﬂdmﬂtiﬂﬂ to a confirmed fast- ma glucose and glycated hemoglobin, weight, and
ing P¥sia glucose level of more than 140 mg per measures of insulin sensitivity and 3-cell function,*®
deciliter after at least 6 weeks of treatment at the B 1 determined b}r homeostasis mﬂdel assessment
maximum-tolerated dose of a study drug (for pa- (HOMA 2) with the use of the HOMA Calculator

tients who entered the study with a fasting plasma (www.dtu.ox.ac.uk).



ltem 6. End-point primario

As part of its mandate, the ADOPT Steering Committee periodically monitored the overall g\a-

\O
\06
hazard rate of monotherapy failure in the combined cohort, masked to treatment glmléz\o\

A\
\\a
differences. During a September, 2003 data review, the Steering Coumut&e@&’@@&h erned by
@@
the high incidence of initial fasting plasma glucose values > \%\%Qﬁadla‘r )% were not subsequently
Q
c©

followed by repeat testing due to withdrawal 110111\({\ S%ld@\ ‘ﬁ%d the high mcidence of
(Gg
withdrawals due to msufficient tllempe‘;\t@?e% Qi %5 a result, the protocol was amended to

“ (\g\

establish an independent ad&@htlgu(t%nmuttee to review all such cases and to determine

whether each 1e8 e@@ﬁﬂ 1mary outcome.

SN2 Hex
Cm‘?ﬁato (di 3 esperti) di aggiudicazione dell’end-point
primario. Key message molti paz si ritiravano all’'inizio

per insufficiente effetto terapeutico



ltem 7a: sample size

We originally calculated that we would need to
enroll 3600 patients to provide the study with a
power of 90% to detect a 30% reduction in the risk ‘ 0‘\0\0
of treatment failure for rosiglitazone, as compared 2 d\‘ )
: : : . NCAEP\(2
with metformin and glyburide, at a 51gn1ﬁc:an€§\\‘3 6\6\\3
level of P=0.05 (two-sided, adjusted for t‘%%é@gné\‘\a@
parisons), assuming an event rate of O peg@e\}r
for metformin or glyburide alé@\i\\?a\li%(ﬁ‘?ﬂss to
follow-up of 0.064 per yean i@ & 'h@ﬁ\mp. The pro-
tocol was amendfge'ﬁb g@@@ 02 to increase the
number of p@&%ts\@c:ﬂ% and in February 2004,
to ext e ((Q‘lﬁs?v-up period beyond 4 years, in
gor\‘i&\fﬂ {:‘\alﬁpensate for an overall rate of with-
Q2 I'%‘@ﬁﬂ’\%liﬂ' was greater than anticipated and an
e\ (e\%erall rate of primary outcome events that was
('\c,@\‘ lower than anticipated. The revised power esti-
o‘f;\’\\ ?e( mate was 83%, assuming a rate of loss to follow-up
of 0.128 per year and a hazard rate for treatment

failure of 0.035 per year.



STUDY OVERSIGHT

I 7 b - : The study protocol was approved by the institu-
t e m . I n t e r I m tional review board at each center, and all patients
provided written informed consent. An indepen-

- dent data safety and monitoring boa \ORY twice
analysis 8

a year to review unblinded sa%m‘QElta prepared
by an independent sta‘ti%'g;g\‘an‘@l}rsis group at
the University of Wi@}%i\g@%imn.

Study desig@,eﬁ%%l@?entatianﬁ and analysis
were per(){\m%e%@’@er the supervision of the steer-
iré%\ﬁ&ggml%eﬁ which was composed of seven

W © E\ng,bé\rs from academic institutions and two from
?/6\(\ eg@.ih sponsor, GlaxoSmithKline. The sponsor housed
1\ O " all blinded data during the treatment phase of the
study and performed data analyses according to

G\P§ @ a prespecified plan developed with the academic
32 \16(6\ biostatistician and approved by the steering com-
\o mittee. Independent academic statisticians con-
‘ firmed key efficacy and safety results (see the

09;\\\ ?G( Supplementary Appendix). Steering committee
()'\'aQ members, who had access to all data analyses and

wrote the manuscript, attest to the veracity and
completeness of the data. The decision to publish
was made by the committee’s academic members,
with no restrictions imposed by the sponsor.



Iltem 8;:

Method to generate the r@m‘@@m
allocation (unpredlcdg&i@il fy)

‘(\\V\ © 0%\ ‘50(\\16
?\6?/ \Q(eg
Detalls of @ﬂf}?&xﬁ“éStrlCthH
2 6‘6\0
2 O 9?:5;16‘6 i
N2 Y o

O\QQO%\\\ 1%



ltem 9. Method to implement the
generation of the random allocq)t\w

item 10: Who genera@eﬁfﬂq
allocation seque@@égad\ﬁ/ho enrolled

ta‘






ltem 12: Stat Methods for primary
outcome (and additional analyg«b@)

The prima F ns were rosiglitazone
versus n & glgaﬁ rosiglitazone versus glybu-

ide, (f's Yﬁ%lr}r analysis compared metformin
G‘(\\§ gl%urlde The percent reduction in risk was
Q&mputed as 100 x (1—the hazard ratio), with the
hazard ratio estimated from the Cox proportional-
hazards model. The cumulative incidence was es-
timated with the Kaplan—Meier method and with
Gray’s method, which adjusts for deaths.’” Two-
e\le‘ sided nominal P values are reported for all com-
parisons. The Hochberg method was used to de-
0‘\69 termine statistical significance at the 0.05 level,
adjusted for two comparisions.'” Other details
about the statistical methods used in the study are

available in the Supplementary Appendix.

% \e &
\/\)OP‘ ; g\(\a



ltem 13: flow of participants

6676 Patients screened

2316 Excluded
291 Did not pass screening
53 Had adverse events
1754 Did not meet inclusion
criteria
52 Were lost to follow-up
52 Had protocol vilation
114 Had other reason

Y

4360 Underwent randomization

9 Randomized but did
| study medir_‘utiO"l i pzbne, 2
retformig, b¥ride, 6)

O

Y i i > ( : J

1456 Assigned to rosiglitazone | 1454@‘ %) 1441 Assigned to glyburide
4

. \‘G

cya_

| 539 Withdrew (6

169 Had a ems
36 Hg Q@ cient t
@4 o pre &@l%uon (15)
6‘\\'\\l ?3. vﬁ& follow-up (3)
O 111 [

ew consent {16)
. QQ |
ASh ]

86 Had other reason (4)
917 Completed the study ‘

551 Withdrew (57)
178 Had adverse events (23)
53 Had insufficient treatment

response (0)

51 Had protocol violation (9)
82 Were lost to follow-up (7)
107 Withdrew consent (14)
80 Had other reason (4)

903 Completed the study

’.

634 Withdrew (104)

215 Had adverse events (54)

64 Had insufficient treatment
response (0)

61 Had protocol viclation (17}

79 Were lost to follow-up (10)

110 Withdrew consent (14)

105 Had other reason (9)

807 Completed the study

Kahn SE et al. N Engl J Med 2006;355:2427-2443

The NEW ENGLAND
JOURNAL of MEDICINE




ltem 14: Dates defining the periods

u \a
of recruitment and follow-up o
V.
R PR\
‘ @\\a\\a;d\@\\a
\\6609\;&6\\2‘
\
R
The ADOPT protocol, methods, and baseline char- N © 0%‘?%0(\\16‘

.. ) \
an_::terlstismﬂfthe cohort 11_'5:”'3 been dESC“bE% @\‘(\Q‘egﬁer.liter].q Patients were followed un'FiI the tert.ni-
viously.*>** Between April 2000 and %‘@Q‘ é}%\ nation of the study in June 2006, with a median

4360 patients who had not receiv (Dkvi%g\s@\lar- treatment duration of 4.0 years (maximum, 6.0).
macologic treatment for rec@lﬁ*‘by‘ izpRbsed type

2 diabetes were randﬂr%'@ %S\y]@%}?m receive dou-

le-blind ml:nnnzzunthgq‘é.(t%F it¥Pone of the three study
Q(GQ \lew
0

ol N
. QO(‘B\’\\ ?G(
O



ltem 15: Baseline demographic and
clinical features of each group o

Item 16: Number of parﬂmpapt%\m
each group ?N@%;:ii\»\@@

WO e
e C‘ed d\\\‘e‘
Table 1. Baseline Characteristics of the Patients.* (~ \$ o d\ S
6?\ ‘az::?ne Metformin Glyburide
Variable P‘? 6\6 145 6) (N=1454) (N=1441)
Demographic characteristics ﬁ\/\)cj O(\g\
Age — yr Q\P‘ %;\o“e 56.3+10.0 57.9£9.9 56.4.:10.2
Male sex — nc\ 6 N . 811 (55.7) 864 (59.4) 836 (58.0)
Race %@Quc b&@&%und — no. (%)T
'\\‘\\agh”‘f 1270 (87.2) 1295 (89.1) 1282 (89.0)
‘\6905 ack 61 (4.2) 54 (3.7) 61 (4.2)
O Asian 39 (2.7) 35 (2.4) 32 (2.2)
Hispanic 76 (5.2) 55 (3.8) 61 (4.2)
Other 10 (0.7) 15 (1.0) 5 (0.3)




Item 17. summary of results by each single end-point
Kaplan-Meier Estimates of the Cumulative Incidence of
Monotherapy Failure at 5 Years

Hazard ratio (95% CI) \\ .
Rosiglitazone vs. metformin, 0.68 (0.55-0.85); P<0.001 \:6\\6 }9\
Rosiglitazone vs. glyburide, 0.37 (0.30-0.45); P<0.001 C;\G \@@
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Rosiglitazone 1393
Metformin 1397
Glyburide 1337

e NEW ENGLAND
Kahn SE et al. N Engl J Med 2006;355:2427-2443 JOURNAL of MEDICINE




Hazard Ratio for Monotherapy Failure in the Rosiglitazone Group, as Compared with the Metformin
and Glyburide Groups in Key Subgroups

Rosiglitazone P Value for Rosiglitazone P Value for
Group versus Metformin  Heterogeneity versus Glyburide Heterogeneity

Owerall ! il |
Region 0.90 |

Marth America

Europe

=99 cm

=99-110 cm

=110 ¢ rn \‘e
asting na glucose

%mﬂ(ep\g

((\G 02 04 06 08 1.0 12 1.4 02 04 06 08 10 1.2 14

Hazard Ratio Hazard Ratio
- L] - . -

Rosiglitazone  Metformin Rosiglitazone  Glyburide
Better Better Better Better

Kahn SE et al. N Engl J Med 2006;355:2427-2443

The NEW ENGLAND
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Treatment differe nce (95% CI)
Rosiglitazone vs. metformin,
-9.8 (-12.7 to-7.0); P<0.001

160-

% 150 Rosiglitazone vs. glyburide,
2 ~17.4 (-20.4 to -14.5); P<0.001
3 : o®
g 140- G\O\
e ow°
?E' 1304 (\6 d\ .a‘\\'
a AP\ G
i 120 Arnnualized slope (95% CI) ‘6\\"3\ 6\6\\'6
£ -»- Rosiglitazone, 0.7 (0.2 to 1.1) d\e\' .
% - Metformin, 2.7 (2.3 to 3.2)* S0 ‘\3\\6
= = Glyburide, 5.6 (5.1t06.1)" N\ '\d\
7 () S
D{ 1 T T 1 T 1 T I T 1 6\)\6 (e °
0 1 2 3 4 5 c© (‘\\!G
v N@ g °
ears G\e\\ 66
Mo. of Patients 4113 3408 3054 2647 2242 an . %(Gg
e
C}P\? g (\a\e 20— Treatment difference (95% Cl)
\/\) {\g\ Rosiglitazonevs. metformin,
P‘$ S o) -0.13 (~0.22 to ~0.05); P=0.002
6\ ‘\O(\ 7.6+ Rosiglitazone vs. glyburide,
Q2 \‘e(‘:') % -0.42 (~0.50 to -0.33); P<0.001
6(6\6 (6\6 B 72
. ‘QQQ ( (\G f 6.8
SN Qe
g QO E Anrualized slope [(95% CI)
0\0 _E‘ 549 - Rosiglitazone, 0.07 (0.06 to 0.09)
v -s Metformin, 0.14 (0.13 to 0.16)"
6.0 = Glyburide, 0.24 (0.23 to 0.26)"
. 7
ltem 17: summary of results S T S e
1 - Years
by eaC h S I n g I e e n d -p O I nt MNo. of Patients 4012 3308 2991 2583 2197 822



Treatrment difference (95% CI)
Rosiglitazone vs. metformin,
12.6 (8.1 to 17.3); P<0.001

60— Rosiglitazonevs. glyburide,

£ 41.2 (35.2 to 47.4); P<0.001 .
5 oo®
s s0- . \OG’\
b . 0\0
= 40— . Q 6
2 AP\
- Annualized slope (95% CI) *6\\»‘3\ ‘\6\\,6
-» Rosiglitazone, 6.9 (6.0 to 7.7) ‘\e\» . S
30 e Metformin, 5.8 (4.9 to 6.6) 600 A
7 ~ Glyburide, 49 (3.9 to 5.8)" \o . 6\\3
0= 1 i 1 I 1 I 1 I 1 I ta\ 6\
0 1 2 3 4 5 Ko e (7))
Years Gd\) \‘G‘
©) N

: e,
No. of Patients 3634 3193 2776 2367 2025 a20 \6
ca‘(\\$ S

g\(\ 100+

Treatment difference (95% CI)

<\ osiglitazone vs. metformin,
P\$ . AO\C 2 " s.flﬁg to 9.8); P-tlg.UUE
G\ o 3 | .
6\ a0 — Rosiglitazone vs. glyburide,
% \]3( - 0.8 (-4.7 to 3.1); P=0.67
A% o\ g
AT ox@ 5
(69 . e\]e .E 80
. ‘\]QQ < (\G i
SR 3
0\090 a

Anrualized slope (95% CI)
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1005 Treatment difference (95% CI)
Rosigitazone vs. metformin,
98 6.9 (6.3 to 7.4); P<0.001
Rosiglitazone vs. gly buride,
96— 25 (20t03.1); P<0.001 .
W 94 \Og\
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Item 17: summary of results I
by each single end-point

No. of Patients 3614 3364 3104

2662 2304 949



Item 18: additional findings

ltem 19: All important adverse events or side effects 1n

each group (expected or unexpected)

Table 2. Adverse Events, Laboratory Assessment, Concomitant Use of Cardiovascular Drugs, Hospitalization, and Death.* Ce

Variable Rosiglitazone (N=1456) Metformin (N=1454)

Adverse events — no. of patients (%)

%u%e (N &&U

Total events 346 (23.8) 1338 (91.9) 331 (22. sé\ (92 z\ ‘5§03 (21.4)
Cardiovascular disease 49 (3.4) 62 (4.3) \l’} @R@\ 26 (1.8)1
Myocardial infarction &\/ (\
Fatal (©.1) 2 (0.1) 3 (0.2)
Nonfatal 22 (L.5) 6@5@ 6(9@(\9 21 (1.4) 11 (0.8)
Congestive hegrt failure &6 22\{13)\‘ 2 (0.8) 19 (1.3) 3(0.2)1
(investigator-reported)

Stroke ‘QQ?O 9é\]3‘ 16 (1.1) 17 (12) 19 (1.3) 12 (0.8)
Peripheral vascular disease 6 ( K 6 (2.5) 6 (0.4) 27 (1.9) 4 (0.3)
Gastrointestinal eve&%\\' ?e (0.5) 335 (23.0) 7 (0.5) 557 (38.3)% 3(0.2)

Nause QQ 2 (0.1) 112 (7.7) 0 170 (11.7)% 0

Vomit 0 8 (4.0) 1(0.1) 84 (5.8)T 0

Diarrhea 1(0.1) 129 (8.9) 1(0.1) 345 (23.7)% 0

Abdominal discomfort 5(0.3) 161 (1L.1) 6 (0.4) 224 (15.4)§ 3(0.2)
Hypoglycemniaf 1(0.1) 142 (9.8) 1(0.1) 168 (11.6) 8 (0.6)1
Weight gain 3(0.2) 00 (6.9) 0 18 (12)% 0
Edema 2(0.1) 205 (14.1) 0 104 (7.2)+ 2 (0.1)

Serious Events  Total Events Serious Events  Total Eve%@ rious EVE@TOTal Events

. \6
SV ..
SOPNC
O
\ A
% o2
A4 \\‘Q e
o

1321 (91.7)

41 (2.8)

3(02) Rosiglitazone Metformin  Glyburide

1; glz;i number of patients (percent)

Men 32(3.95) 29 (3.36) 28 (3.35)

1702 Women 60(9.30) 30 (5.08)% 21 (3.47)*

31 (2.2
116 Eﬂ L} Lower limb 36 (5.58) 18 (3.05)1 8 (1.32)%

% (63) Upperlimb 22 (3.41) 10(169) 9 (L49)t

45 3.1 Spinal 1(0.16)  1(017)  1(0.17)
142 (9.9)
163 (11.3) * P<0.01 for the comparison with rosiglitazone (unadjust-
557 (38.7)% ed, contingency chi-square test).

7 3.3 T P<0.05 for the comparison with rosiglitazone (unadjust-
13 (g.5ﬁ: ed, contingency chi-square test).




ltem 20: Interpretation of the results based on
the hypothesis, sources of imprecision and
bias and taking into account the dangg{s\wﬁth

A\

multiplicity of analyses oW ae

AN g5
1) Brief synopsis of key flggm&§Q<eg
2) Possible mechanl%w%éab&natlon

3) Limitations (h@h“&g@?) out rate)
4) Impllcatlgmsde(@mﬁ”cal implication)

o9
O (P

0\69



ltem 21: Generalizability (external validity) ot
the trial findings (0%

PR\ 6"\’\.
»{a\‘?’\\\a‘;\d\’"&‘\\

09\?\ ‘\0@
ltem 22: General interpretatiof.ii‘the

. % N
context of current eviderice*

PR <
R\ <
82 G\P‘e‘e\o(\
6(6\6 (G\Q\l
PN
na\) @)



In conclusion
6,\0\0(3\

ADOPT: studio storico che influenza wﬁt\ora le

wao
linee guida in riferimento al farga%g odi prima
scelta nel paziente con prgm(j’eﬂse\contro di

diabete o naive alla ge@mé farmacologica

\
3 OP\? 6\6 S

et

Robusto qedﬁ‘i tesi

6

Ut altro esempio di come le cose non siano
andate come ci si aspettasse
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