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[m] Metoclopramide-Containing Drugs
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- Antidiabetic Agent, Incretin Mimetic (GLP-1 analog)

- Increase insulin secretion, increase Bcell growth /replication,
decrease glucagon secretion, slow gastric emptying, and may
decrease food intake
— Decrease glucose level
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- Type 2 @x=H : Metformin & Sulfonylurea ©% H-3= Metformin
T} Sulfonylurea 7 W& QW o2 ¥ 2@ gy} BS5H 3
73-9-ol| 183} Fof

4HBH - 22
-ID : 5meg Bid 217 60 o]u} sC (171€)
- MD : 10mcg Bid 213 605 o]} SC Z&F 4-2] (Max : 10mcg Bid)
* Sulfonylurea®} ¥-8-A1 A& F 919 74 #13) Sulfonylurea]
2 7heF 3, 704 o)Ak ol W 22w o] Al &) BhA}

(Cler : 30~50ml/min)73-%- SmcgolA] 10meg @ 2 2153 gak Sk

5) Pharmacodynamic/Kinetics
- Distribution: Vd: 28.3 L
- Metabolism: Minimal systemic metabolism; proteolytic degradation
may occur following glomerular filtration
- Half{ife elimination: 2.4 hours
- Time to peak, plasma: 2.1 hours

- Excretion: Urine (majority of dose)

6) Drug Interaction
- There are no known significant interactions,
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Endocrine & metabolic : Hypoglycemia (with concurrent

sulfonylurea therapy 14% to 36%)

Gastrointestinal : Nausea (44%), vomiting (13%), diarrthea (13%)

Miscellaneous : Anti-exenatide antibodies (low titers 38%,

high titers 6%) - 1% to 10%:

Central nervous system : Dizziness (9%), headache (9%)

Endocrine & metabolic : Appetite decreased ({5%)

Gastrointestinal : Dyspepsia (6%), GERD ({5%)

Neuromuscular & skeletal : Weakness ({5%)

Miscellaneous : Feeling jittery (9%), diaphoresis increased ({5%)

Postmarketing and/or case reports : Abdominal distension,
abdominal pain, acute pancreatitis (including hemorrhagic and
necrotizing), anaphylactic reaction, angioedema, chest pain,
constipation, dysgeusia, eructation, flatulence, hypersensitivity
pneumonitis, injection site reaction, macular or papular rash,

pruritus, renal failure, serum creatinine increased, somnolence, urticaria
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Efficacy and Tolerability of Exenatide Monotherapy Over 24 Weeks
in Antidiabetic Drug-Naive Patients with Type 2 Diabetes:
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group study

INTRODUCTION

Exenatidei= glucagon-like-polypeptide-1 receptor agonist®] incretin mimetics2 ¢ %l kA 5 3lL}o]t}, Exenatidet= |23
I I} = metformin, sulfonylurea ¥H5 QW = 59] B8 QW thiazolidinedione TH= Q¥ = metformin¥}o] H-& QW o
AW 248 5] Sla) 2t
A28 =32} 2800 o] A4S thAF O Z Exenatide Sug and/or 10ugE 1Y 23] 84 0 2 t} 2 A& antidiabetic agent$} $HA &
o] Y& o HbAlee 0.8-1.4% FHAF] 3L thE antidiabetic SFAI ST} 22 0 2 B-§ oFE-of FRel AH§le] AT vt e A
o2 ehton olE Waatel Ae A, B3 A LR AR £3h Sl A0 w vhebdeh, o] WO E Bxenaider} B
aRonw F3E Yehl=A o gk 77} o] Fol A A =i

PATIENTS AND METHODS

184 o]’ BMI 25-45kg/m2 1 A28 B B2 F AF QR o] Sug BF 10ugS ob, AY 214 1580 245 F3F £
3901 10ug groupL H4F 59 SugS BIDE Fof 319 0] F2E] 205 F<F 10ugS BIDE F3Ht}, Placebo group®
F Y3} schedule £ exenatide®} § L3k F-3] 9] inactive vehicles BIDZ F¢] ¥ttt} A5 AT 717 52t o] A ] )09} &
T 58S FA8IY S HbAlc, fasting serum glucose concentration, A7} &4 blood glucose concentration, Bcell function,
weight, fasting serum lipid concentration, tolerability 5= £ A - 3 H|usle] 35 Hrls) ot

RESULTS and DISCUSSION

(Efficacy)

D Glycosylated Hemoglobin : ¢ A|2F 38 12,16, 24 Sl A =)™, placebo groupdl| A& 0.2% 7+43F A3} H| 11tk uj
Sug groupllA= 0.7%, 10ug groupol| A& 0.9% Z42E ZH438F i), A 27] HbAlc value)6.5% & $AFE 71-2-H] placebo
groupollA] 19%%F HbAlc value<6.5%= 7]41 3 d] 9Hl| exenatide group< 31-35%4 =7} HbAlc value <6,5%= 7]41 = 9]
t}. HbAlc value) 7.0%2] ALS Fof|i= exentide group2 46-48%7} HbAlc value<7,0%2 7|4 E 131, placebo group2
29%%F HbAlc value<7.0%= 7§14 = At}

@ Fasting Serum Glucose : FSG #t2 AT %x7] 154-166mg/dLo]|R{ T, AT 5 AJH A 5Sug groupolA= 17.5mg/dL, 10ug
group®| A= 18.7mg/dL, placebo groupdlX= 5.2mg/dL vhE Z+z; - 431t

() Six-point SMBG Profile : 1Y 33] 2]o] A - 3o 27} A Q31 placebos} | FY S wf 33}k 2}o] S YelH o,
exenatide groupollA ZaZo] o}, 1Y Hit SMBGE Sug groupol|Al& 27.2mg/dL, 10ug groupollA & 26.8mg/dL, placebo
groupol| A= 4.9mg/dL 27+ ZAaE AT}, 21F -2 Sug groupollA & 21.3mg/dL, 10ug groupollA & 24.7mg/dL, placebo
groupol| A= 8 3mg/dL Z2} 7+ 231 AT},

@ Glycosylated Hemoglobin, FSG, six-point SMBG Profile =] 2] ¥3}+= exenatide”} glycemic controldl| A & Q3 93-S 3}
31 macrovascular disease®] SHEH $3AAZ A A= & 215 A} 74 of 2835 o] u|shrt,

(® Weight : A2} Al A ol|A] SA}E2] A S-S 85-86kg 0.1, A5 WM 3l= exenatide ¢ groupd} placebo groupol 4] 4l 3] }
o|7} wit}. Exenatide ¢ 245 & A 748 vl S wlf Sug groupol| A= 2.8kg, 10ug groupdlA= 3. 1kg, placebo groupdll
A& 1.4kg 242} 7H A3 Qi) Insulin?t B8 QW oA A|lF 44 B dtof thst A3k} vare] §FS wf exenatided]] 9]¢k A5 3+
A7) B8 oFHEo] EA9 F@eHA e

(© Hemostasis model of Bcell function : F¢] 7|9} H]al 1S uf placebo groupol| A& 6%5F F7}8H| Wka)l Sug groupdll A=
32% S7FE AL, 10ug groupellX= 28% S7HE .

@ Blood pressure and Fasting Serum Lipids : ¢ A|Z} A& of| A £57] E 2 129-131mmHg, 0]¢7] - 78-79mmHgo|
Ao}, Fo] AIZRE 28714 Hit F£27] UL Sug groupd} 10ug groupol|A] 3. 7mmHg 73423} 3L placebo group A=
0.3mmHgZ A3} Ak, H o]¢h7] -2 placebo groupolA] 0.3mmHg 7+43Hd] BH)| 5ug groupol| A 0.8mmHg, 10ug
groupol|A| 2.3mmHg 22} 7HA313ic}. B8 8 ¥} nl7hA| 2 Exenatide T @ Holl X = A A d3o] 93-S 74/
T e on|gict
2% TC, HDL-C, LDL-C 5] ¢] 7 %7]¢} 8 1] o|4] 2] M3l exenatide groupd} placebo groupollA] §-2]8k x}o] & 1}
R A kot

(Tolerability)

(D Adverse Events and Hypoglycemia : AP R E|Z] ¢kokr) AT 2E AlA dlA] Sug groupollA= 21%, 10ug group oA+
33%, placebo groupdA & 19%°) 3| 33l= A7} >1 treatment-emergent adverse event® HILE T}, o] & = 8%+
mild or moderatedt AE] AT}, 10ug group & 21 9] A} o]5 B0 7 FojE Fuhal ). Exenatide Fo oA
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headache, vomiting, back pain, neck pain, nausea, dizziness, diarrhea, dyspepsia 5] A =7} placebo groupdl] H| 3}
o7t A et} Nausear 3-13%, vomiting-S 4%E. exenatide ¢ groupol|A] YEFE 0 T} 2 antidiabetic agent$}o] B
4 QW ol A= nausea”} 33-57%, vomiting®] 10-17% & R ol H]3}H & vle g WAt A o|t}. Hypoglycemiats Sug
group®llA] 5%, 10ug groupol|A]E= 4%, placebo groupollA = 1% =2 e =2 WA T 4123k hypoglycemiats A ol
= R ER] ekkt} Hypoglycemiaol th3F A3}= exenatide”} glucose-dependentd}7] insulin secretionS 5714171 Aol
2tk o] B304 9] hypoglycemiac] T3+ Ao} U2]5}ct

@ Antibodies to Exenatide : Study & A|H oA &7 -5 wf Sug groupolA 27%, 10ug groupollA| 28%2] 27} &3 7153
F% o402 antibodyE 7HAE A2 YERE O exenatidedl| thek antibodyS 7FA& Aol k&L e A of] J&kS 1)
A& e 3o g HJrdn,

CONCLUSIONS
o] oAto] Foddk o] Aol Antidiabetic agent® X|ERE2 ¥ o] gl A28 F=3AE 407 exenatide ©5 2 H-2 HbAlc 7]4,
T A9} 215 - x4 Beell function T 2 GS HJAAI7 L AFE A 2RSS UEPH o g2 antidiabetic agent® th
hypoglycemiat= W& RIE=E BRI I E 71 = AL R YERST) o] 5 A¥+ antidiabetic agent@ X| 812 A3 o] ¢l
= A 28 Bz SAE A Ao|9} S50 7 ZHE R k= 79 exenatide FEQ W o] BFZ¢] X|gHHo] E £ ks AL H
ozt
- Clinical Therapeutics, Vol. 30, Number 8, 2008 -
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Dobutamine HCI Doburan® Inj 250mg/5ml 250mg/5ml/A frpolE FEUA
Dopaimine HCl Dopasin® Inj 200mg/5ml 200mg/5ml/A shu FEUA
Suxamethonium Chloride Succicholine® Inj 100mg/2ml 100mg/2ml/A a4 A ZA A EHA
Cyclophosphamide Endoxan® Inj 500mg 500mg/V Baxter/5-% AT, F=OA

2) M7 |4=E

Hrd okEg A" HIZ=AF H 1
Iron acetyltransferrine Al ® 500 10ml 10ml/PAK sal 200832} 27

hydroglyceride Hima SO ml/ = (4 2:Bolgre™ Sol 10ml)

2008-1xF 2A
Insulin Human (RI) NovoLet R® Inj 300unit/3ml/P 300unit/3ml/P =2k (442 : NovoRapid” Inj 10ml,
NovoRapid Flexpen® nf 300unit/3mi/P)
© - AR EAR st

Glycopymolate Glycopymolate™ Tab 1mg 1mg/T 3T 7] (42 F4A)
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