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glibenclamide 10 mg BID + I\/Ietformin 1000mg

BID + Amlodlplne 10mg QD > & s ¥E:i8 = Ay 2k P9
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HERE 51610y > B2E543 0 > E A
?‘57/\}’7 » BMI 20.9 » 4 B 140/90 mmHg T ER
#ﬂiéﬁéé?&ﬂfm*#ﬁié By aE 7 0 BRF B B AR R AR
SR HUuHZmESFHRER -
%‘:“sﬁﬁ@ié_ : AC Sugar 196 mg/dL » A1C 8.5%
TC 218 mg/dL » HDL 32 mg/dL » LDL 121
mg/dL > TG 307 mg/dL - CRE 1.0 mg/dL > GPT
22 mg/dL - urine protein (+) >
Albumin/Creatinine 296.3 mg/g -
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g R RO REMBE (H—LRERBEEINE >
BE S F o ab Rl B R FREEZER)

W BMI <2bkg/m > #e4s#Z8EAT 5-10 U NPH (e AT
Mixtard 70/30) - #4%0.15U/ kgt &
BMI >2bkg/m » A4t # Z8EAT10-15 U NPH ( siseAT
Mixtard 70/30)

Wil aERE (—B2-3%kkE  A—REET)
72 HE dnE >140mg/dl > ¥ mwd BALRE B &
© R e 110-140mg/dl > 32 B hk B %

2Rk <80mg/dl > B IVAELIRE B E




ORMERRBNESREHFIERAHBR
Y& c &K X BEAT |ALC SR
A1C | e#
Shank NPH hs + Placebo |8.5% |—0.7% |4&# Mk Rk %
Glipizide 8.2% | +0.2% | R
NPH hs + Glipizide |8.9% | —1.8%
Landstedt- |RIl + Glyburide 9.2% | —2.1% |&HFMmEbELEE
Hallin NPH hs —1.7% | K%K
Riddle Insulin + Placebo [9.9% | —2.2% |Glimepiride®
Sxhneider |Insulin + 0.7% | —2.1% | & ftEEHBAR
Glimepiride B2V W B A

¥




DR R BMELSEE TS

13 1 A B4 BRAr |A1C A
A1C | &%
Giugliano |Insulin + Placebo 11.5% | —0.2% |EHHmERrE
Insulin + Metformin |[11.7% | —1.9% |&X
Coniff Insulin + Placebo 6.6% | —0.2% |Acarbosei’V
Insulin + Acarbose |6.4% |—0.6% |BREFHE
Raskin Insulin + Placebo 943% |—0.1% |R{ERBEEER
Graveline |Insulin + TZD 9.51% | —0.8% | &4 LTZD
200mg 9.32% | —1.4%
Insulin + TZD
600mg
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Turner RC et al. JAMA. 1999;281:2005-2012.
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AlC

FBG (mg/dL)

Sulfonylurea
Metformin
Pioglitazone
Rosiglitazone
Repaglinide
Acarbose

1.5% to 2%
1% to 2%
0.6% to 1.9%
0.7% to 1.8%
0.8% to 1.7%
0.5% to 1.0%

50 to 60
50 to 60
55to 60
55 to 60
30 to 40
20 to 30
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527K R B A BAIG R RAE
AlC FBG (mg/dL)
Sulfonylurea+ Metformin ~1.7% ~65
Sulfonylurea+ Pioglitazone ~1.2% ~50
Sulfonylurea+ Acarbose ~1.3% ~40
Repaglinide + Metformin ~1.4% ~40
Ploglitazone + Metformin ~0.7% ~40
Rosiglitazone + Metformin ~0.8% ~50
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Rosiglitazone & — 4% 895 %

Compared to Baseline Compared to Placebo
(Treatment Effect)

] 157 0.9%

S| 1.0-

£ o05-

I

c| 0.0

)

=| -0.5-

i =

ag)) -1.0 -0.6%*

8| -1.5- 1

G -1.2%* 1
'20 - _1.5%*

Placebo 4 mg 8 mg 4 mg 8 mg

* P<0.0001; 1P<0.0045
Patel, et alDiabetes. 1998;47(Suppl 1):A17




Sulfonylurea - rosiglitazone
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Placebo-adjustedA at 4 mg-0.9%
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Repaglinide-rosiglitazone & 474 7%
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250 participants with type 2 diabetes inadequately controlled by previous

oral therapy with sulfonylureas or metformin A1C 9.1% at baseline
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Nateglinide-rosiglitazone 4 474 %

1.6 "
AlC

1.4 %
T i3
1.2 T
%

1

0.8 mg/dl

0.6

0.4

0.2

0

Na+Ro 8 placebo

60

50

40

30

20

10

0

V4

N

AC

PC

402 type 2 DM patients 24-week study - Starlix (120 mg, before a meal) and placebo

added to ongoing open label rosiglitazone (8 mg, g.d.) baseline A1C 8.3 %
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Metformin-rosiglitazone & &6 %
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AlCl
T
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10

Met+Ro 4 Met+Ro 8 ’ Met+Ro 4 Met+Ro 8

119 113 119 113

348 patients aged 40 to 80 years with a mean fasting plasma glucose

216 mg/dL, A1C 8.8%, and a mean BMI 30.1 kg/m2 were randomized
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Insulin- rosiglitazone 4 474 %
FDA Approves Doctor's Guide March 3, 2003

O v B 2637 £ #1 5 2 R HE SR s B 6 3B
48 A2 491,100 A

®Rosiglitazone 4 mg qd 448 & £ 45T
oA BA T s A

04@%4 mg bidys & +40% T8V Bk & & 5

E
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0. 02
0.018
0.016
0.014
0.012

0.01
0.008
0.006
0.004
0.002

Glitazones #} AT 34 #E

)

2J 48R

"3’/
22 /A Rosiglitazone Pioglitazone Troglitazone
2/793 13/4500 4/1526 48/2510
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=R MR B R
Troglitazone + Metformin + Sulfonylurea

TGZ+M+S |PBO+M+S
FPG (mg/dL) -43* +5
HbA -1.3* +0.1
Total Insulin (pU/mL) |-2.5* +0.8
Triglycerides (mg/dL) |-26 +41

Randomized, placebo-controlled study in 178 patients with type 2 diabetes
Troglitazone (TGZ, 400 mg QD) or placebo (PBO) added to maximal tolerated
dosages of metformin (M) or a sulfonylurea (S) for 6 months

pioglitazone s, rosiglitazone % 2002 it & fometforminesulphonylurea =4 i A &4k &
22



Triple Oral Therapy in Type 2 Diabetes
Glimepiride + Metformin + Troglitazone

* P<0.01 from baseline

Time (Months)

Ovalle F and Bell DSH. Endocr Pract. 1998;4:146-147. -



A Desktop Guide to Type 2 Diabetes
IDF (Europe) 1999

« Add another agent of therapy when maximum
dose of current drugs reached

» Use triple therapy when control targets cannot
be reached on maximum tolerated doses
of two agents

Joslin diabetes center &, 7 triple therapy #43& 3%

UK £ # % .o 4748 AROSI/PIO + MET +SU#&% 4
A48, This is currently off-licence, but
details from recent symposia are reassuring
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NICE Guidance on Rosiglitazone
LS L VEEL S

o 1Ry B —FEORER (AR E REIIE) KT AP H]
A% B JE S R AR G m#%f% % &

i‘\‘mx

s TRHKE - FORER (FRBRiFREIMEE) KL AIE
%dm%%a%_ﬁu,t_Ro&ghtazoneT%ATFéﬁm%)%

o f& AAREEIK AR EINIRLE A6 & ixE i A %—?%45]
oGk 4\?';&1%)%473#‘8%']71: B B }f’é%‘}{‘ Rosiglitazone
HAGRMARERER A —FHEE

. HELH:F/,%M%‘/""‘ROS|gI|tazone%é,\,é;}§sH¢ 15 B & e ]
T F 0 FotEINIRLE S RN Rk A

NICE - The National Institute for Clinical Excellence - was set up as a Special Health
Authority for England and Wales. It is part of the National Health Service (NHS),
and its role is to provide patients, health professionals and the public.
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Oral triple therapy or add insulin ¢

@ HAoLAuRBEMERRY THREZEBRAER

O F A URBEME S IEHBTRLLE FRD T H2 BHEIk
R BB FIEEEE R

@ ATt AREB EREE LS BEET 0 Hibm B
KTEZ £ETZRAKREE -

® 2 AAE Ik kB e EAE-FHAICK S (9.7%) » A
ek bt B BALCAEE#H] 2 <6% > BRE A H T
FREBRABEHRETH  $HEEHARYREL
i L BR B RS R 0 T AT B Gy
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5 1% oY o bE 8 HE 8B

Rosiglitazone

91/5/23 [91/8/15 |91/11/13/92/3/7 |92/6/5
BW 57.6 56.7 58.4 58.7 57
AC 196 173 195 129 138
AlC 8.5 9.1 8.5 6.4 7.1
GPT 22 21
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A1C

o R

0.0

-0.2
-0.4
-0.6
-0.8
-1.0
-1.2

3443 F 27 8 fk s B4# A Oral triple therapy
( SU+Met+Glitazone ) & #¢ ¥ &4 5-#7
X 348 A 648 A
. 2.50% %
 |Aa1C9.2% T 200%;
. 65644 -
_ 150%
_ 1 1.00%
e
s | gt a 1 0.50%
i A1C8.1% [
1 0.00%
- W= S E E g ALC —e— 43 R E 6 B Lk
B R B8 B A R A
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A1C 00
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0.8

o

Oral triple therapy
(SU+Met+Glitazone ) i& #it — 44 547

EFEL 3JBA 618 B 918 B 1248 B
@ 3.0% &%

| A A1C ¥
I dieds ﬂ:RTREH 1 2.5% g
‘ 57908 | 31 20% 2

-

) * e " 10%
I . e A1C 8.6%

| pros - " - 0.5%
AL LY A1C 8.4% 0.0%

- W SR SR AALC —— T3 il 4 E oLk

BREEBRMNRA#F
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T 6 o SR 32 13 3R

T %) 3& %Rk 2 Al ey ?
(1) 3w EACEHp & #]----------mm——---
(2) #EH o FARB -
D=2 B Vo [-1[-) e ———
@3 1T 1 D% ) C——

(5) }% 8. J 5% 3E By - m oo
(6) 3 0B ¥4 £120/80 mmHg -----




5 B By o BRI ] i 3K

T Z] 2R R A3l e 7

(1) 23z A EACEp H| F|----mmmmmmmmmmmmmee (O)
(2) #3H A EARB - (O)
(3) #H v EAdalat ---------------------—--- (X)
(4) FEH AT B 5 Hp TR mmmmmmmmenmeneeees (0)
R T T (0)

(6) #ZF MBI #H] £120/80 mmHg ----- (O)
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Blood Pressure — & & #7412 3%

Ve Rk B o R Y06 R R W | 4FIR R
B #x <130 | <80
BEATAERE (RR=MEA) 130-139 |80-89

HERFEBAZ %Y,
AT B 05 o b B M4 & > 140 =90




Blood Pressure—

rjﬁl.ﬁ‘ é’]i/@‘ﬂ 13 '

&IETr X, |33 % W 48 R

BEHEFETHE 10 I
5-20 mmHg
DASH L3R R mdidafisy | 8-14 mmHg
RV E s | 2.4 % B8 5,6.0 7, £.4L40 2-8 mmHg
ARAEEE | A AEHZE V3004 4-9 mmHg
AHARAR B2y 0 L 2-4 mmHg




Blood Pressure— 3 &« & ey 4k &5 i
Dietary Approaches to Stop Hypertension

LA & A4 B 2000Kcal &13), EARIBEFATF B R EFAL

R |RRE AR | RIRBGE

2ZxFa R ~84/ 8 |10t | | 4@ &, 3 1 s BP B 2% 4R
HA & 1/ 2554 oty da ~ AR R ZRFA

L |4~5fy/8 |3 IR B AR B X

/2 A PR R ~ 180ml 3R 5% i

KRR 4~545/ 8B | 247 148 R KR ~ 1/4me30 R A
1/ 258 37 B8 5 R S FE SR K F

BAs ML | 2~3%/ 8 |47 240ml 447 ~ 14r1E4% ~ 4bgte +

Bs3L® &%




Blood Pressure— & &R ey 4k &5
Dietary Approaches to Stop Hypertension

LT &5 82000Kcal &%), ERBEAFBAAEHR AL

RMAERR | RERE VSR | R KRy &

R, & |22y |64 0gE B ~ B AR EK

A & A L F/ B

BRI 4~517/ 1/3m5 (%45g ) #ZF ~ 1R (&
1bg ) #&F lwmA PRI

78 BE %8 2~3ty/ 8 |64y INREBE A ~ 1 RALRAS £ 77
%,
DARRARAG B B~ DNRE B R

b 48 ot/ B I RAHE ~ T RARE

1og#E R ~ 240ml =45 K

36



Blood Pressure—
Ve B B S R 84 95 % 35 5] ESHESC

A B HAR > BEB R 2 AN R B EAT IR R IE R
(FFR AR EE D B o)

& R 69 4% 4] B 4% & <130/80mmHg

7 HRBELELERK

EHIHAETE ] i%&i}%@iﬁﬁACE inhibitors ~ % 2 A& ik
/%1'93)%ARB7E TR ARE eE A

FE B BEERTERE—B Yo 28 YAES-
blockers s, ACE inhibitors ~ ARB

BHIARBE2AEREEREATGRERED S0 R
4 > ACE inhibitors ~ ARB
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Blood Pressure—
¥ SR e R ey s kR (INCT)
AR ETEERNEALEY T EF L BRIEFZE <
130/80 mmHg
Thiazide #| &k #%| ~ 5 —Dblockers ~ CCBs -
ACE inhibitors ~ ARB % & Bh7 T FdE Fs Bos fo B L P

)RS Ay
ACE inhibitors ~ ARB~] &’V & % & kR4 B Jm 4 e ik
J&

ARBE A #1457 b & 8 Kk

38



/N,
R

C 218 mg/dL
HDL 32 mg/dL
LDL 121 mg/dL
TG 307 mg/dL

o B &Y Ao g Bl
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(1) #EHpo EStating ------------m-mmemmemee- (0)
(2) 223w EFibrates ------------mmmemmmmm- (0O)
(3) #x o3k ENiacin ------------------- (X)
(4) 3% Ho B LR 0 Fn Bs By BE R ERIE - (O)
(5) #ZH 5k B E - (O)

41



HE 35 B B oY £ Big BB

91/5/23 |91/8/15 |91/11/13 |92/3/7
AlC 8.5 9.1 8.5 6.4
TC 218 201 288 279
HDL 32 38 40 38
LDL 121 119 197 204
TG 307 338 253 139
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ME PR IR A AR RE B 8 4R 69 BUFR 7 4R
i LDL HDL TG
= =130 | <35 | =400
$4% | 100-129 | 35-45 | 200-399
3 <100 | >45 | <200
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b Pk Ak A3 BB LDLAE 09 75 7% 2 3%
R G 2% 1 6 T
LDL LDL
L 2
T Y R P
#CHD ~ PVDCVD | >100 | <100 | >100 | =100
2 P ¥
&fCHD P2 5100 | =100 | =130 | =100
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(3) v 3% fn fig By 4 ] ---mmmmmmmmmmmmm oo (0)
(4) BRABRAE FEmmmmmmmmmmmmmm s (0)
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Evidence Base Medicine — &%
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WA ARASBRE S BRELZHEG R AR |E

BNAChTRBABERIGEREL KRB E |E
oAt B BT

O YR B2 Ametformin > TZD & 5|42 KpE > 3 |E
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Evidence Base Medicine — #i o/ &

Al

37, BH o

FIT ¥ Bk F K i 8 9 % &8 48 A Aspirin (75- |A
325 mg/day )

4058 LA L4 Jks b A — B o EREF - & A
J& LLASPIring — & FA oy

<215 A& FHAspirin - A &3¢ ivReye'sE 1% &

30-403% 4 £ v o B Al B -F% EAsSpirinig & | B




Evidence Base Medicine — s

3%, B I
EHBTA R B2 A
RHEMAZ MR E T R Y55 R 5B ¥R 54T | B
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HE R R B R & 635 BT EL S B

T oA L R A8 7

(1) /o3 dodEHE ] -mmmmmmmmmmm oo
(2) Ho3 do R HE ] -mmmmmmmmmmmm oo
(3) o3& o B5 BH FE 4 --mmmmmmmmmmmmmmee
(4) ER—REMEEBRTHRHEDS
(5) MEGEBEZ06NHINFEE
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HE R R B R & 635 BT EL S B

T 7RI X Al 7

CON L TS 1Y C—— (0)
(2) fo 5% do JBIE ] -mmmmmmmmmmmm oo (0)
CO N T Lt Y [ ——— (0)
(4) FH—KREMEERE AT oL (X)
(5) MEBA&EE0.6 7/ TR & (X)
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FmEshli—axadrl g e R
5 4B 24 /]~ BF I EF & B R ILE
(mg/24h) ( @ /min) (w/ mg)
(mg/g)
iE <30 <20 <30
e ai&kak 30-300 20-200 30-300

ES R B & 8k >300 >200 >300
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Evidence Base Medicine —
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TV B R 8 R R g BAL 0 S tE E 3 4T

TV B R 8 R RO g BAL 0 S B E B AT

% 1 MAE R R RAZHROFRIFA F 2B RRD

Eiig » BEIITHREEERARE

m| > | >

5 B % % T 2 A ACE 49 1 ] % ARB

>

REGERENTEE0 8% (&1
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Evidence Base Medicine — & Jx ¢

35, B I
DCCB# ¥ km B mamE &ty ithisk B
# ARB £

GFR<60mMI/mMin/1.73m2 ~ & B % 5 dérrd] |B

EE Ry .0
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