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- Attacks of MI are common in early morning (circadian variation of
sympathetic activity) — better to give anti-ischemic treatment
before sleep.

- TIrritant drugs should be given after meals to avoid gastric irritation
e.g. iron

- C.N.S stimulant: should be given at day time.

- Drugs producing drowsiness as antihistamine drugs should be given

at night
[5] Route of administration Antagonism
n.
e Magnesium sulfate: orally act as a purgative, wi )
an active
cardiac, skeletal, smooth muscles and C.N.S. hostility or
e Doses of drugs given by injection route are less opposition
have rapid onset of action Z Jvwy in Hhe m
[6] Drug combination (drug interactionﬁ

s S\ * . .
J L g vl ® When two drugs are combined together, this may lead to:%% » _ o\Ps eflect yes drgy N
acdl/base s R0 otdns® U drug 3 abolish 6o efedt))

[Neutratzaton | —> (13 Antagonism: one drug abolish the effect of the other (i.e.([)}+ 1=0).

099 L 35k oy ¥ o . . Sl (2
5&&3’1? 2- Addition or summation: the combined effects of two drugs are equal to the| 9rY9 ;fn"; j‘s'
receptor
sum of their individual effects (i.e. 1 + 1 =2) e.g. histamine and ACH on B.P. L:lﬁ::w effeCts'
3- Synergism: the combined effects of two drugs are greater than the sum of] Nﬁ;f‘" .

their individual effects (i.e. 1 + 1 = 3) e.g. sulphonamide and trimethoprim.

4- Potentiation: one drug lacks the specific effectcan potentiate the effect
of another drug (i.e. 0 + 1 = 2) e.g. barbiturates has no analgesic effectit
can potentiate the analgesic effect of aspirin. ‘J’g\b&l: "a;)l.vqt I

[7] Cumulation:

e This occurs when the rate of administration of the drug exceeds the rate of
its metabolism or excretion which leads to drug accumulation in the body

and toxic effect e.g. digitalis.

|edhon = rake o\e ao/m;r\asl‘(‘a}ion > rale of e’fm}mlén
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8) Drugs Acting Chemically:

bl'-".‘ (.MW

-
a. Neutralization: - Antacids neutralize HCL 1n peptic ulcer.

- Protamin sulfate (basic, +ve) for toxcicty of heparin (acidic, -ve)
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4- Potentiation: one drug lacks the specific effectcan potentiate the effect

of another drug (i.e. 0 + 1 =2) e.g. barbiturates has no analgesic effectit
[ can potentiate the analgesic effect of aspirin| rl’g\i,ﬁi{- a;h_'_g] I

(i.e. 1 +1=3) e.g. sulphonamide and trimethoprim.
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B. Factors related to patient:

[1] Age:

e Children and elderly |cannot tolerate|the adult dose; accordingly the dose of

the drug for them should be reduced.
(3.}' s\letl s> - o The child dose can be calculated by:

ouv yeis a. Surface area method:
The child dose = Adult dose X Surface area of child (m2)/ 1.73 | A-deses + 32 =2 ch

1.93
b. Age method:
Jabdt £
The child dose = Adult dose X Age of child (years)/ age + 12 A- deses 12+ Ja s
c. Weight method:
dogs + —2Sh
The child dose = Adult dose X Weight of child (Kgs)/ 70 A- dleges o

e Newborn infant especially premature infants are more susceptible to the

effect of the drugs because:

1-Lower total plasma protein levels.

2-Immaturity of blood brain barriers (B.B.B).
3-Underdevelopment of many hepatic microsomal enzymes.

4-Reduced renal excretion of drugs ( low GFR & RBF)

“® . #lee sy pldl I Wes é\‘”e—
SO o 'y The elderly dose: AL §50 %

o ,5 5ol o~y 60 - 80 years old =3/4 adult dose > 80 years old =1/2 adult dose
A guuces [2] Weight: all drug doses are calculated according to body weight (mg/kg)
[3] Sex:

Y- Female patients need less doses than male patients because they have

lower rate of drug metabolism due to:

L] b.
peb b —/ . . @ .d' @
. 1- More fat_ty_ tissues which have low oxidation rate and are inert tissues.
M,}.},,lism arr - - ¥
“ _» placen ta ¢
e In pregnant female: — some drugs are teratogenic e.g. antithyroid drugs. =

2- Estrogens which inhibit hepatic microsomal enzymes.

e [n lactating female: some drugs can pass to the fetus in milk e.g. r&‘**
. JU el
phenobarbitone. ’

6. Sex: female sex hormones are HME inhibitors — receive lower doses
than male. Wl Tordly ol 2v,591 g2 Us 200 —
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[3] Pathological States: shock or HF J/ Ul o8 Jul3 Lgai absorption J!

Juls effect J/ oILAIL

e The effect of subcutaneous drugs is delayed in cases of shock or HF.

e Hepatic or renal diseases alter response to drugs =» (> drugJ! ks «ey elimination JI le ST
response J/ ole ;i3

e Aspirin lower body temperature in case of fever

9 aalg (6 AT s Al Wladl (ole ué Jaida Lo aspirin JI (94 Ly
2 0 Laabo i )y Ao JYS T) JB Lasdf Jlayos ua ol Ladws dya S 25 8)0a)
[4] Tolerance (hyporeactivity):

W\ )\.«P) e It is progressive reduced responsiveness to the drug on repeated
e o0 ¥

administration so that higher doses are needed to produce the same original

Lo\" ,\ effect ey 2 effect J Gy Ui Cle ja 280 sl G Sy (28 2 5 C8ll ae decrease JI 2k
* e.\.mj\;\um\dJ afd}\ah\wﬁu\umésMﬁg&ﬁ\h}wﬂ\é&é‘@‘
\&juujyu\umum@;m)ﬂ\m)‘im)mdmwdﬂ\dso)uhud.ul.d}\

cosgl Acquired tolerance: -ov \-3»'\ ot

\& 4 Pharmacokinetic tolerance: is tolerance due to decreased drug level e.g.

= . dosh /> . . [ &ilye i 9/ HR 1 30l ol syl (s U

e | Absorption e.g. furosemide in heart failure (gut edema). [} 5 gy Js sets effectys 531 w350 edema
response J/ Jaud git 8 absorption

| 8,83 yuds . . . . . .
\4 m";idinéﬁscﬁ:ﬁ« 1 Elimination e.g. T metabolism with phenobarbitone

v Y Wy
\.:,..e. Lol co® o ¥ Pharmacodynamic tolerance: is tolerance without decreased drug level e.g. a&f ) é o S
k'md..‘c Y\ ol=y» o  Desensitization of the receptors (conformational changes in receptor vy r“"‘“ v
. X i response JI sa J8 ol us calis receptor JI gL suadl
O"ﬁ MC shape) e.g. opiates conformation changes
Z_/ L e  Down regulation of receptoes e.g. Bz-agon.is‘fs receptor Ji sus Jas

- ?-w 2 ) \
‘-'—T"J Special types of acquired tolerance: s 2ydiuds i ——
- ".’. “ I.l . .« .

a. Tachyphylaxis: acute tolerance but the same original effect can not be

el g obtained by fdose e.g. tolerance after few doses of ephedrine due to
€S oass _ A eosal)pes GO Byl 993 s 850 (o35 B U9 S Ll g iy L
depletion of NE.—> ~ > U
lt pamic on > °
J b. Cross tolerance: tolerance to related drugs e.g. cross tolerance between
Tisme >

different members of opioids. ¢ s9bdis S s 51 (A2 0 )8 a2 GASY) (1553 Colegans (08

3 - ) . p
M ,:L’ ) ) . tolerance

¢. Bacterial resistance: to antimicrobials

B. Congenital tolerance: oLyl (s diliss response J/ olis gaca (o3 (s (oudial Bl Ly

s sis ], Racial tolerance: Negros are resistant to ephedrine

shalslioeels¥iods 9 Species tolerance: rabbits tolerate large amount of atropine
s igsotigs 3, Individual tolerance: due to genetic variation occurring to any individual
ES-YIEN syl oaY el
(ebaa) posas Byl ) Glie : ;
ol 130 155 in population

HOW ANTIBIOTIC RESISTANCE HAPPENS
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[S] Drug intolerance (hyperreactivity or hypersusceptibility):

\ - - -
\ e _ . elvL ad
(}‘_‘e) 02 N\ oIt is exaggerated pharmacological response to the usual dose of the drug : -
($alall (30 (slel (i g<5 response Ji 9 Jlaygh dals dsya (siay (Nuk_bj‘
1 . Blaall g3y waly level JI gl iulstl &y Ciaan Lo el (yleio .
* Mechanism: T eobonse Ut s 2 loval 0 55 sims

1. Increased sensitivity of receptors
2. Up-regulation of receptors 3’\“’ =‘P_)"
> e
oc. g.in thyrotoxicosis.
[6] Psychological (emotional) factors: /9all oacun sisladical o8 590 o) dacudill Jolall
e Some patients may respond to a placebo (inert medication formed of
sucrose or lactose) the same way they respond to the active drug.

e The placebo may be used for psychological therapy & in control studies to
differentiate true drug effect from that 2ry to psychological factors

Placebo Effect

The placebo effect is when a person has a
response to a fake treatment.
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