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Oral antidiabetics

Pt.- centered-approach > guidelines.
Antidiabetic combination is better than maximizing the dose. secre ke inustia

A) Oral hypoglycemics (Insulin secretagogs)

© C\assic c\(us

1. Sulfonylurea @u« commsly s
. _ z Mmemper 'S (-&«0([’3
Mechanism: ol st
1. Closure of K channels...simler to Jucess
2. Direct " insulin exocytosis.
3./ sensitivity and number of insulin receptors.

4., plasma glucagon.

JALS r\d'.l\s o gu\cons\ Wran Recegfor

Uses:

Type 2 DM if pt. fails to respond to lifestyle modification for 3 months and no

contraindications. Before meals.—> pu  go 2 5% after o i B Vol ":
or go&\'r‘.g Ve ke o S evexr A& edrion N

W YarAt il )
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Contraindications: ey

1.

'g.\;s—\.odf”

Uses of insulin except 7.

8. Decrease dose in old & renal disease.

9. Hypersensitivity reactions.

R AV P TP 5T

Adverse effec'g:m;;\;:“ iz E R
1. Hypoglycemia especi?lly by glibenclamide. Caution in old & CV pts.

glncase lerel)) & Sy 0 seb higer $0 g4’ < gt pal)

2. Mbody weight T & Gl B o gemdls
3. 2ry failure & tachyphylaxis: by exhaustion of insulin stores
4. GIT upset. e Wie okl clrg
Leié: Teratogenicity (pass placenta) <*%° *;i@;
=& 6, Allergic reactions as skin rash (related to sulfonamide). o
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(L dus \oue N\ Tl S Doses < luo )

Interactions:
1. B blockers - hyp0g|ycemia_ “1 har mave dynovent
2. Hyperglycemic drugs as corticosteroids J hypoglycemic effects.

3. Drugs highly bound to PP as NSAIDs & oral an’ucoagulants% Mree
[Ievel - potentiation. wor Foin U i ¢

4. Enzyme inducers as rifampin - antagonism.
Preparations: 3
Sty o oA e Doty N e Ul

2nd generation: More potent & less adverse effects.
1. Glipizide; == x*®5” & stat N St 1

e WIS SSTRFOIPEN S (3%
Shortest t% (3hs ). Also extended release preparations for 24 hours,

once in the morning (but loss of benefit), =z 22> cr st Foy mstzat
minima yaj o Jd W )

Preferred in old a_g__e_§c__rgr_\gl dysfunction to avoid hypoglycemia. of =

~
\.

{)\xxrmam Kinelic
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Gliclazide: .2 Suan s 358l o ode P

r Yriass A% Lo A e
o900 X ;\),AHJU) FEF)

Intermediate potency and duration. 80mg .

sSow or enhtfended felease

Once daily (MR) tablets (30 60 mg are used. v

. 5:) Gon'nmoaj USeot
r—““\ S} ; .y
" x?s. Glibenclamide (g_lybunde) trade name —» o0 i
2l v Smaly s soall =5
A~ Most potent and longest duration (12-24 hs.).
S\ \C WL)SA»)W«J‘D_L\:;\M}) sl (S
fergzes Clin old age & renal dysfunct|on

A9 \GS £

Y e OME. 1-4 tablet /day. wuyyu o as 5100 § A5 510)
(om{?\cm\' o~

3rd generation: Coabinarion &£ 50

FSrO 559331 Al 5 $3SB O

Glimepride: binds to different receptors Rapid association with receptors (=
rapid insulin release) and rapid dissociation (- less T insulin & hypoglycemic
risk and less ™ Wt.).

Niver | Gas i/ U G

5
Intermediate — long duration (12-24 hs.). Its peak effect is 4hs. Food at this
time is important to avoid hypoglycemia.

sien bij—t’ 4’:
Dose: 1-8 mg once daily orally just before major meal. E
S5\ cam @ SN So NS I e
6,09 6,0 \D 3533 Mo S\w T w9 o\ s odps
oo s 50 e ‘}Md\h . 237wy
JCMO\

Scanned with CamScanner



3ed Senerah on

RG\PIO\ asocidhion — Rapid jnslin release —  Conlrol [Posk promci'rd

‘ Ny pPevgly Cernror

w M5
RO‘P\d disassocialion - less  insulin Celease Q’ kjpoa\jw:&; >V %kgj\\.
CRELS w¥
heP“HC metabolism
nds

(2ed cn ) is mainy

sulfony lurex

hjo'n‘cj\jcw‘-qpsz.? s Lo
. f i - cdale o’
N heoo oLl 4o o koo i ol S

—-P'\ i
5‘«-—-‘9‘ cj}_‘_‘_‘g mpﬁﬂij-qo»G?A:' Cp _f‘aJ .:9’
lto ¢ a»b)) s (g
SL-u-ll

s Rl

s5,2a c‘;'o‘f__ju\
C q)w 6”’9“"‘”‘2’1"
W \is PoABIEY = Lo VJJJ”ODJ‘

Pk affeck acte 0 M wW O
c,u>| J\)J > X

Ao V) d-*’;»”’ @ 250 o P AT

|
s> il M 23 BT A
S 2NN B

Y Bl sl & DL
[ s, cu!\) )

5 E .O)-’UPJP'U
(ot 2)slie “'L§>‘;,--—'C4-~:"JJ‘3'3~>)&D) L
s 4 =3

Scanned with CamScanner



Meglitinides2. °

. Povan AN »Y dsutey »Y 2t 2V 090
Mechanism: T ~ o oy
Similar to sulfonylurea but no direct exocyt05|s

CEd S 050 adw poglrpmnda\

Very rapid onset & peak (1 hour) achleve > meal (PP) hyperglycemic
control. Short duration (4 hours) due to effective hepatic clearance
“’"“99 less hypoglycemia & less T body wi, <ssvioze s <=

o Airect erwlshus's /o\/
s»\\lloﬂy\ww @ shock dursWan

2 \gg‘es Cl & adverse effects: Similar to sulfonylurea.

e.g.\r (:epagllnldibrally 0.25, 0.5, 1 or 2 mg (according to amount of

carbohydrate in meal) before each meal.
KQ_)s\s.n)b)aoy\»O bo\\/

d’lﬁéia Caution in liver dysfunction. Affected by enzyme inducers &
inhibitors and can be given in renal dysfunction & old pts .

Nateglinide|is similar. "

145
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B) Euglycemics -
Unlike oral hypoglycemics:
1.@:@ A insulin release (Non insulin secretagog). Ao hypeghy e
2.@ J, blood glucose below normal.

3.@’[‘ body wt.
1. Metformin nuv«@ 20w

~ Mechanism:
Gppe r’;,:*’\,'&}z) a9l ac gae P

/v\e_pp:é,‘“;ﬂA biguanide. It primarily { fasting glycemia and mildly PP
hyperglycemia.

fasring hormone.

1. { glucagon - dependent hepatic glucose production

(@glycogenolysis & gluconeogenesis) in fasting state - fasting

blood glucose. Major action.  femetor oF glucse ]
- 3

foM non Gdpohichmte

N
vll’l,‘ o

Scanned with CamScanner



;QSHB < Uoo,ph o5 Cusi>
Co&.'/g_ iasulin . JI

SYoges G- fhsdin N HM glise glhy Jolz ol e gl
Dol ) S pla)) LB S gSS st

B Sy IH g\ ceqon) | e Jallo S Lol o8

\lS\t&C@SQw S A‘ 3\(_,\@3(_

Scanned with CamScanner



—_ " . fegurmed of * - 5
hecowie N 25 Mnedde e TRITC Seea o2 e ¢Bl ondabiedt b

2. Inhibits mitochondrial respiratory chain (complex 1) - uncoupling of
oxidative phosphorylation - 1 angerobic glycolysis -

P

aakion 29548 Pl rano K"‘dﬁ“"\"’

“““‘"E\°"M@fatty acid oxidation & glucose uptake & utilization -, PP hyperglycemiij

s
\l,llpogene7§|s & chgleﬂe};gl»sxgrl’gbesns >4 postprand|a)lv\}l}»/m[?{czzrl|pchej,r,r:rllzg“;u e
3. Jcarbohydrates & fat absorption in GIT. sy ackom :

4. Ninsulin sensitivity by 1 activation of insulin receptors &SJ\\RSSR?:‘L)
phosphorylation of GLUT4 - M peripheral glucose uptake. >~

5. Uplasma glucagon. w o
6. Beneficial effect on gut microbiota (x intestinal dysbiosis). Quedti-/ guativihve

Pharmacokinetics:
Absorbed orally, wide distribution into various tissues. =Y rﬁ;
highly bound to plasma proteins &metabolized. ]
oy C\\N\C&l\) S oud L_{o y
3MQO(\‘°~A\" * :
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\%t s Ua e S| R Lot 250mg Zasisw! 12 dfﬂ)b! L ’“e;‘fo[,’,:m 2) s o)
Sru\e

2087, 5) 60 dav
USES' LuSs Wosh B 2N eawl Spo
1. Type 2DM (1%t line) with or without other oral antidiabetics.
Mainly in middle (< 60 years) age, obese diabetics™ e
Qe&eku-

J, diabetic complications & mortality.
2. Macrovascular & m|crovascular diabetic complications.

A, athers scelorosis — b QWcose — b Lipd

Other drugs affect only microvascular complications.
”““‘”\J NS2 S8 ole) e M 3} 5 micro” Sl Yaw g

M Cardiovascular diseases cause 50% of diabetic morbidity & mortality.

3. Metabolic syndrome & preventlon of diabetes. It does not
prevent dlabetes in old & Jesner predlabetlcs Even bym

ut!z)ReCe#hr)\ 2l us» da> NSV L 2\ —— Smal\ dos< S

kel Obesity. ;,)NAFLD 6. Polycystlc ovary yndrome o,

NOA alconelic Qc«\\j \er SNiSeesa |s)|_9........9

7. J cancer risk mainly in higher doses and T cytotoxmlty by
cytotoxic drugs or radiotherapy. .‘

Cancecr — Y '\MM\M\L\:B i T 3\“ . i 13‘_0\”\_“

("\3&3

~

Sl o b T e 3 G gilad

pﬁ"é N (Us;*" 2 lew mainb \7 hirjhorclom —
Iy 2
fO\Ut;(x\—'\un
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Dose I\ s o Uses I\
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£y
Adverse effects: wosr 0\ ke s 025 TS YLD el
1. GIT upset, flatulence.... Start with(small dose) —  seie®tl2s

prm——— _.__.___— e nocma) G E‘%‘”‘f")d’
2. Jabsorption of vit. B12. Deficiency after years. '
2300 0 «foe LN - T R ¢ oy (O Reds o\ o)
e o Vot a0 i) Cavis SV 0 Ve DA |

gfﬁ'\ugj;ér ;;»p:gi’_c(‘r—\\.éuro.path!\.;zgmé\ r\mm(»-‘rrjvﬂﬂﬂ;:fg-_bés - ?-'\*’f b noie N
wioet- 3. Lactic acid acidosis (by anerobic glycolysis) soitmis oee e b o

SRV Jores et o \wnoy o Mo 0

"% 4. Contraindigated (notngsoluteféin severe heart, lung, liver &
renal dysfunction (risk of lactic acid acidosis).
add-bas< bulbeagtle HA3
Dose: =

g
Metformin wg@ng orally with meals, or ofVer

<4 asrfe  (r rant

>\
Also slow (extended) release long acting formulationg 850 & 1000mg.
1-3 times daily. They - less GIT side effects.

S relesse 8 1
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Fokng ) g8 J5 N PP e gt

P cose a glucosidase inhibitors .2
Mechanism: compete with oligosaccharides (as sucrose) for a glucosidase in brush
border of intestine, decreasing glucose absorption, reducing PP hyperglycemia.

. ; ; . weal acrion
Used alone or with oral hypoglycemics or metformin. Low efficacy.
Gwio 30 s\orgm s e8! 0 ) 22I sl

If hypoglycemia: ttt by glucose & not sucrose. P PR et
USES: J",g MmechaniZza— Ji o> {J- subdviren
1. Type 2DM ttt & prophylaxis.

2. Obesity.

3. Prophylactic in hypertension and | cardiovascular risk & complications. By {, PP
hyperglycemia, glucose variability, { Wt., on gut microbiota.

Adverse effects : ">t de00 cesb o'y

1. GIT upset, flatulence, diarrhea. Poor tolerance.
2. Reversible  in liver enzymes (caution in liver diseases).
3. Contraindicated in renal dysfunction (excretion is renal). ]
e.g. 25-100 mg before each meal. " -
& PARINES wpzol SHmsc)\"*:?»_ <SS ¥ o L_Q“” V5
S\e L_(’ Le

\ "N
\ & X @\9 35\5\'(\ [, ) 2
6’3 e OV e
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