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SY9 ANTIDIABETIC DRUGS
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1. NIUUINGH Antidiabetic drugs :

1.1 Insulin preparations :

S71

® Ultrashort-acting : Insulin lispro (Humalog), Insulin aspart (Novorapid)

® Short-acting : Regular insulin e.g. Actrapid HM, Humalin~R

® Intermediate-acting : Lente insulin, Neutral protamine Hagedron (NPH) or

Isophane insulin e.g. Humalin-N

® Long-acting : Ultralente, protamine zinc insulin (PZI)

® Premixed insulin @ §9UHANTEY Intermediate-acting + Short-acting insulin e.g.

70% NPH + 309% Regular insulin

1.2 Oral hypoglycemic drugs :

1.2.1 Insulin secretagogues

A. Sulfonylureas :

B.

First generation

- short acting : Tolbutamide

~ long acting : Chlorpropamide

Sccond generation

- short acting : Glipizide, glicazide, glimeperide
- long acting : Glibenclamide

Meglitinide analogues : Replaglinide, nateglinide

1.2.2 Insulin sensitizers

Biguanides : Metformin

Thiazolidinediones :  Troglitazone (lﬁﬂﬂauﬂ43),

pioglitazone

1.2.3 Alpha-glucosidase imhibitors ;| Acarbose, voglibose

rosiglitazone,
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Idnaaanm Tasmslnmiuas 3-4 alanauems uaslin  Long-acting insulin Aa
Uau w3914 Regular insulin 59N/ Intermediate-acting insulin i \WRadEudsINU

Toentaly Insulin preparations s aadhldfaminnnnnmsdadvasadand
¥3981908 Intensified insulin therapy e.g. multiple sc. insulin injection, continuous sc.
insulin infusion H%B%ﬁﬁlu Y Nasal spray, oral insulin, intraperitoneal insulin,

implantation insulin pump etc.
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3. Insulin & oral hypoglycemic drugs aanqnﬁmanuamﬂs
o = 4 ot l‘l‘ -] v v oo ot . .
3.1 Bugdu sangndsaszauthmaludaale lag n15ddufiu insulin receptors
Y é il A v ¢ ! - Vv oa s .

(ce-subunit) FeptfiBayuEaduasTamMeuasi Idiiamsi/deunas tyrosine autophos-
phorylation (B- subunit) R3FpaLAY tyrosine kinase activity 289 insulin receptors

téaﬁu’i'l m‘in'ssej’u tyrosine kinase activity Y94 insulin receptors Qina

® (39 phosphorylation ®ealus@ulu target cells  hilvmahauavaulyd
. . . 2 ¥
ATP-citrate lyase, acetyl CoA carboxylase Was ribosomal protein S6 IWNUU

® (39 dephosphorylation 2aaTUsiiuly target cells Huatiumsnanastaulysdf
glycogen synthetase & pyruvate dehydrogenase

Augdueuaumsade  sccond messenger lmenszojultaulsdl  phosphatidyl
inositol specific phospholipase C ﬁmﬁ"\ﬁ hydrolysed substrate'ﬁi)gl:‘lulﬁaﬁuLﬁaiﬂﬁnmﬂ
Wlu  PI-glycan & 1,2 diacylglycerol ‘ﬁqLﬂumsﬁﬁ*mﬁwﬁmuqumiﬁwmﬂmLauhm'
meluad

wannniufowrh  Augduilnanssfumsain glucose transporters UaEATEAY
intrinsic activity 289 transporters #aelumsingleasin W lumad

3.2 Sulfonylureas  guiidufia  naeduliBugdundaaninmndusaurinms
sulfonylurea receptors uamnm??uﬂ’qﬁwnﬁ%qu‘ﬁ‘ﬂmﬁuqﬁu Tnetinamuansoas
ﬁuaﬁu'lum'iﬁ'uﬁu insulin receptors ( insulin sensitivity) (lasd@ hepatic glucose output

3.3 Meglitinide analogues aanqnénszoi’umsnﬁ"ﬁuqﬁuu&utﬁmﬁu sulfonylureas
wihsiigaslassaidiniu Tan block ATP-sensitive K’ channel flilevuwaduas p-
cell ¥IAN depolarization & Ca”influx  Tafvesnnguiidoasnqniidr uasiisves
naeangraay  Jensedumanddugiundamsladlndidissfuanmsind  Tiuaami
maludaalad waswuinhlbitiheWe nypoglycemia Wasag

3.4 Biguanides aamsadnnglagnndu tiumsldnglasueasndinile aams
gadunglaamnmauduamns wasdiaug oxidative phosphorylation Tutilaifiada

3.5 Thiazolodinediones LiflqninszduliFudaundedugduiiniy  udaanse
uenyllumsnauauasdedugdulaensydy insulin receptor kinase activity W8N
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tuenazdwiudimasiunglaalueadiu Taufudh oxidation 709 Tong chain fatty acid
wazaamaynuzatioulm! phosphoenclpyruvate carboxykinase Feiiamudrdeyluauny
maginglaguasdu

Thiazolodinediones #nauiumslinglasvaniadad g Tanawnziladeloiu
ﬂﬁ’]ﬂLifﬂLLﬂxﬁUTﬂﬂﬂW:ﬁhﬁU nuclear transcriptor factor ﬁﬁﬂm"] peroxisome proliferator
activated receptor (PPAR) fraly transcriptional activity 484 insulin-responsive genes
Lﬁluﬁuﬂuﬁ%m'-):ﬂ‘itﬁi’u'lﬁlﬁﬂﬂ'l‘iuﬁﬂ\lElBﬂﬂﬂﬁﬁuﬁﬂiuﬂNﬂﬂ‘iﬂ%Nﬁ”Jﬁ']ﬂ’lﬂ@Iﬂﬂlﬂ"]
a8 (GLUT1 & GLUT4 glucose transport expression ) L‘f’\llu'czl"uﬁ"m

RINMInaaasdiwui Thiazolodinedione derivatives UNFITINIORNMINTETY
vl glycogen synthetase Tosdhunashums phosphatidylinositol 3-kinase (PI-3
kinase) Femliimssdslnalamuiaiy

3.6 Alpha-glucosidase inhibitors aamsgaFunglasnnmMaduams laseni
guitutveulan! glcosi e Raviadld

4. Oral hypoglycemic drugs THuaaarhamasiainunialal
Oral hypoglycemic drugs nq'u Sulfonylureas, Meglitinide analogues L&
Biguanides ltadlumsaassauihmalu@aazasglrswnnnu Type 2 Tndifisaiu

d
Y3311 fasting plasma glucose NAAAY (HN/AA)

Sulfonylureas & Meglitinide analogues 6C-T70
Biguanides 60-70
Thiazolodinediones (Rosiglitazone 8 mg) 35-40
Alpha-glucosidase inhibitors 20-30

5. Antidiabetic drugs W1 lfitiaaIn1sinadseeanuaeals
~ =3 - =3 v [=} 1 ] AJI
Bugdu arwmiiemstadisennanvgeng laud  msismeasusuas
] o o 1oy - L4 cj [N d‘ﬁl o = ¥ . v
agfinundidadugdu mauwensilduignanvuludaen wisamsunindaunint unen
ﬁjﬂ']ﬂﬁqmmﬁﬂ lipohypertrophy or lipoatrophy, hypoglycemia, insulin allergy, insulin
resistance, insulin edema, Somogyi effects etc.
| 1 - R 4 + T ¥ [}
Sulfonylureas  ©IMsAWUUaBTIgaAa hypoglycemia (aldennguiilaammnzatng
a a | £ w o v
dadmsumhisangniuiu mi'iswmimﬂmmsm«ﬁavﬁmﬁgﬂmq
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b o, , ) d ww
uanNUU Sulfonylureas @879 primary failure or secondary failure aauld
a o v .. . w ad ¥ o v v
AU WUAAIMIT ENTN cholestatic jaundice 2IMSURET NHUTUAINM l.lvl'll LLWLLER
e o 1 A e . ¢ v 1
Meglitinide analogues BIMINWUURLVIEAAD hypoglycemia UAWUUDEAN
v oa A v oy P a ) = v
Sulfonylureas 1MstdsIdU lauAmsdadalumadiumels aduld an3uu NBIYN
Y . s - o, -#l = o . . . o
Biguanides W fifaeduld andou viaadu lactic acidosis luzinasgearadia
. - " . - vAﬂ
intestinal malabsorption, prolonged hypoglycernia mmnm’lﬂ"lum\mu'[ﬂﬂmmsg'nu renal

insufficiency

Thiazolidinediones (Rosiglitazone) wWuiwnldidamsdadalumadumeledn
v adsve anmsun seaulmiuludaaintiu anslafinan

6. TauRNENNTENIN First- & second-generation sulfonylureas fiaglathe
First- generation sulfonylureas (%4 chlorpropamide
o iiszaziiamsaangnien wazdlatianisnimsiia  hypoglycemia upsnM
second generation sulfonylureas
o Wilviiaamstden Wy cholestatic jaundice, syndrome of inappropiate
ADH secretion (SIADH)

® |ia drug interaction NN

1 L w v 1
7. ttheld3y Antidiabetic drugs fanaaideduiinmaldniala
MslEaesElnTe N mmmnmmqmmﬂann’rstﬂiuqnﬁmamuqnﬁnu ufia
o ' v v 0! (
auaneaaghele @y Ly /L\,\ Fans 1yl
® uaanadad, MAOIs, /) Lﬂﬁuqnﬁaﬂum’lammauaau

L4 Phenytom, é@ corticosteroids, oral coniraceptives, thiazide diuretics -
mquﬁﬂaaauﬂau Way sulfonylureas

® Aspirin, sulfonamides - tﬁuqnﬁﬂaq sulfonylureas

® [-blockers - ﬁ’ﬂﬁ’tﬁmpharmacodynamic interaction NU Oral hypoglycemic
drugs lassumy glycogenolysis 39MILiia prolonged hypoglycemia

e Ei’lﬂiiu cytochrome P-450 CYP 3A4 inhibitors 13U ketoconazole,

cyclosporin, erythromycin, steroids etc. DINARN replaglinide metabolism
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