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[S] Drug intolerance (hyperreactivity or hypersusceptibility):
e [t is exaggerated pharmacological response to the usual dose of the drug
e Mechanism:
1. Increased sensitivity of receptors
2. Up-regulation of receptors
e ¢.g. adrenaline in thyrotoxicosis.
[6] Psychological (emotional) factors:
e Some patients may respond to a placebo (inert medication formed of
sucrose or lactose) the same way they respond to the active drug.

¢ The placebo may be used for psychological therapy & in control studies to

5 . differentiate true drug effect from that 2ry to psychological factors
. }-[7] Drug dependence:
Obs | | 190d) 3A) (o Bacudd Bad) gaie Eaan gl boliyl (o
s e Habitation: - psychic craving of the drug.
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- No physical disturbance =» |, i sls| 6V s

% po > L\ ca® ~ U _1fsudden stoppage....> emotional distress.
’ e.g) coffee and tea habits. *%
e Addiction: -psychological + physical dependence "‘“"’"‘ 2 CS_,..e_c “")' "’ Vose

+ 2 - If sudden stoppage....> withdrawal symptoms ~~» 'W\’-w'-“ 0?‘;“
ol s G e i od-"““" <« ‘morphme barbiturates,smoking 33 O\ ¢, ackion 31 ol oS W@
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[8] Genetic a bnormalties (idiosyncrasy):

e [t is abnormal response to drugs due to genetic abnormality in drug

metabolism. These genetic abnormalities are revealed only by the effect of
JI sab g Y Sdisidiy gf (s Lo a0 (sl
drug J/ patient

drugs. —»

1. Acetylation Polymorphism:

ePeople can be classified according their rate of acetylation reaction in

slow N s
rapid —>Acetylation

’\T: Z-“*O’ a. Isoniazid — perlpheral neuropathy (due to interference with ""““'—" a5

liver into Rapid and Slow acetylators

eExamples, in slow acetylators:

L™ ol eup_n.\ !
ohs s\ o Pyridoxine (vit B6) metabolism). SVl ¢ & A ('v.fes)
Puuln’ovs P b. Hydralazine — SLE-like (systemic lupus erythematosus-like). AL
NS

aslyis s sodos rate of metabolism 3y isBhiazid Ji asi,is Galss slow acetylators rate sa gsY
peripheral glazas «— gelis Jadll aaas 9((aials)B6 JI g Lis effect JI g/ action JI o Ja /iy hilay
(L)1 mpy® cme WS, o~NEUropathy




b. Hydralazine — SLE-like (systemic lupus erythematosus-like)

Lhacs (yo anualls ;35S tisSUe aaled (AL Relil) wslis (4240 (om2a (systemic lupus)
erythema Jaas (iulss skin !

like Lusa chaa LasSLE I (wds skingl (o8 15219 i Jaxs hydralazine JI**

e Examples in rapid acetylators:

a. Isoniazid — hepatocellular necrosis (due to accumulation of toxic
metabolites)
Jrida Ggu g el metabolism JI (ol rapid acetylators (bl G e<a W

S A s Jlas oa¥* toxic material Joaxo (ilas O isoniazid JI s
isoniazidJ/ (» toxic metabolic as/yis (suis

Jaxiag liver JI yais toxic metabolic JI sla Laab
necrosis (uas
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عنا بالعربي منحكيلو مرض الذئبة الحمراء ،،،طب شو يعني (systemic lupus) يعني مرض مناعي🦠   
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المناعة بتبلش تهاجم tissue  كثير بالجسم من ضمنها ال skin  ببلش يحصل erythema 
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**ال hydralazine  بعمل طفح واعراض في الskin نفس ال SLEمشان هيك حكينا like 
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لما يكون العيان rapid acetylators ببلش ال metabolism  السريع دوت يشتغل على ال isoniazid  ف ببلش يعمل toxic material  *لانو شغال بسرعة *ف يبتدي يتراكم toxic metabolic  من الisoniazid 
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طبعا هاي ال toxic metabolic بتضر ال  liver وبتعمل عندي  necrosis 


eExamples in rapid acetylators:

a. Isoniazid — hepatocellular necrosis (due to accumulation of toxic

" biochem metabolites)
%\*;::ii . 2. Hemolytic Anemia due to G6PD Deficiency
G-6-P * Glucose-6-phosphate dehydrogenase (G6PD) is an important source of
reduced  glutathione| which protects RBCs from hydrolysis by oxidizing Nt
drugs. hemolytic anemia‘ '

KW R » ¥
Jpe 4y / vel= <% Congenital (G6PD) deficiency — |acute hemolysis in presence of some

. > .
g 5| 2l “ oxidant drugs as antimalarials, sulfonamides and fava beans (favism).
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second

c,—-«-in &\ o-’ e Normally, porphyrms precursors delta-aminolevulinic acid porphyrins 21 heme
(ALA) synthase enzyme

3. Porphyrias

‘)’T‘“‘L\‘““"OJ‘P e Genetic deficiency of[second enzyme|—> 1 level of porphyrins with some dp)yf A Pt
L Mf)"‘-"

: : Q. .
drugs stimulating (ALA) synthase — cyanosis, severe CNS disturbances &
® JIJeas S ol rat § g yul Jridng ALA JI 340 7 953 induction Jass (ilss 190 3L (s
may cause death. <. deficiency of second enzyme Ji cuswws 2| Csils (594 e 35 porphyrins Ji precurso
09,; hP,C porphyria JI y&ys ghisaia I acuadl (o8 (sais Guyiaporphyrin Ji as|yis
’I’J_’j N dop t‘*‘\‘o Barbiturates and sulfonamides precipitate porphyria.

wipe 0252 4. Succinylcholine Apnea
y .o * . . .
M\ i) o Pseudocholine esterase enzyme is responsible for breakdown of

W= peyromuscular blocker (succinylcholine). In genetic defect of the enzyme,
t;w}’J\b; o5 L . . . . @ U breathi
- —p Jo v
Succinylcholine — respiratory muscle paralysis apnea: 3
. . Jaxa 94 W Al JRidi I glaed (48 99 ua (3% ke succinylcholine JI Jaidi (o (o
S. Malignant Hyperthermia | paralysis suais yuagg Jacids L codldall Juad € Jaghb 3akg Jgb! Jiidin g cdudall o8 sLA3)
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e Genetic disorder in which skeletal muscles fail to sequester Ca ™ in

Bl 5ol oo

sarcoplasmic reticulum following administration of [succinylcholine and .
G 5

O, —
T /2=  halothane] — marked muscle rigidity & sever hyperthermia. » o3 des o=
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hemolytic anemia
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هسا بس ناخد دوا ببلش يعمل induction يروح يحفز ال ALA ويشتغل اسرع و rat اعلى ف يحول ال precursor ال porphyrins كثير ،بس هون بلشت المشكلة  بسبب ال deficiency of second enzyme ،ف ببلش يتراكم ال porphyrinيترسب عندي في الجسم ف منحكيلو مرض ال porphyria  
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بس يجي يشتغل ال succinylcholine مارح يلاقي حد يوقف شغلو  ف يشتغل اكثر ،لما هو بعمل ارتخاء في العضلات ويشتغل اطول ولمدة طويل رح تضل العضلات ما تشتغل ويصير عندي paralysis  من ضمن ال عضلات الي رح تتأثر هي تبعون ال RS  ف ما يعرفش يتنفس فيصرلو apnea 
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لما ياخذو هاي الادوية ال ca ما يدخل ال EPR  فيه مشكلة (genetics abnormalities )ف يفضل موجود ف تضل المسلز عاملة contracts  بطريقة continuous interaction  الي رح يبلش يدمر ال fibres of muscle و يبتدي يطلع منها جزء بصورة انيرجي وهاي الانيرجي تزود حرارة الجسم ،، فيجيلو fever مثلا ومش اي fever بتكون hyperrrrrrrr يعني اعلى من 42

iPad 9

iPad 9

iPad 9

iPad 9

iPad 9


abic

idiosyncrasy)—> 9en

J‘ o o~ o . o
a’"ﬂ]" = Salll) 1gudl saimy gacua o daculawad) v (9 Lawd
P 0oy 91D 1l . dellf e l‘g.“aaL@_sdu.\J& a.u.na(‘gjél.s Jsaaasl|
¢ 2oV [9] Drug a ergy: Q= 1 e lga S >4 e
. - . | ® Itis Abnormal response to drug mediated by immunogenic mechanisms.
A I “E‘o Drug allergy is dose-independent and occurs in minority of patients.
as,> L7, |® Cross-allergy may occur within a group of chemically related drugs.
. 2, RUISR
°J‘:‘-r Type £ e i it Mechanism . oo Examples dirn3 ()1::.:".
parve (0 Typel Reaction Antigen/IgE reaction on(mast cell§—.> Penicillins
(2) «}(immediate type; | degranulation— release of allergotoxins
@ « anaphylactic) e.g. histamine — fever, rash, urtecaria, 61
angioedema .... & even anaphylactic | L
shock vaa)
\ Yy5V0¢
Type II Reaction | Antigen + IgG or IgM antibodies + Methyldopa—= Q-.) ° - 7? _‘f’
. complement are fixed to a cell — cell _ |s5ton mask cel Sopi Sy
(cytotoxic) : . .
lysis e.g. hemolytic anemia
Type 111 e Antigen + IgG antibodies + Sulfonamides and
Reaction iuff;’,'.’ complement are fixed to endothelium | Penicillin
— vasculitis, glomerulonephritis
- Type IV Antigen + sensitized T-cells = release | topically applied
5 . Reactions lymphokines— inflammation e.g. drugs
S0 lo o - TN
= 7 <(Delayed type; allergic contact dermatitis) X
| cell-mediated) tobe s Muol 2le b s
v B l . O ergen Fc receptor
\, for IgE

> Diagnosis of Drug Allergy
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L‘ History and

1 N/ alJl
type of reaction. .

2.55¥1% 2. Intradermal and conjunctival tests.
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Treatment of anaphylactic shock

(Epinephrine)— hydrocortisone - antihistamines.

JI=

Allergen-
specific /*’u’/
@K » N\ .

IgE .
)l ee®
°

Degranulation
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هسا هون سبب الحساسية انو جسمي بعتبر الدوا (المادة الكيميكال داخلو)جسم غريب ف يهاجموا جهاز المناعة
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