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~ After dissolving in water outside the cell it starts to

partition in both phases, and then after saturating the
oil phase (phospholipid bilayer)
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In order for partitioning to occur, 2 conditions must exist: <5ULP //' |
a. The drug must be unionized
If it was ionized: the +vely charged drug will be adsorbed to the -vely
charged phospholipid bilayer heads; while repulsion between -vely charged
drugs and the —vely charged phospholipid bilayer heads. Also the charge
will make the drug hydrophilic therefore insoluble in the lipid bilayer.
b. The drug must have optimal Hydrophilic/Hydrophobic properties
In order to get partitioned between water and fatty layers.
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Drug ionization very important
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* Their pKa is r%or less, and_the stomach pH= 1-3 while intestine pH=
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Drug ionization very important
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Summery examplés on strong acids
. expected to be orally notavailable
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Acidic biolososteres
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pK, 4.75 PKa 5.1 pKa 10.7 1.9 pK.82 |
tPSA 37.3 tPSA 56.7 {PSA: 46.17 %m_w” 54.37 %wﬁ 5289 |
cLogP -0.19 cLogP -0.26 ClogP:-0.868  ClLogP:-2424  ClogP:-1.594|
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» Salicylic acid is the active form of Aspirin (acetylsalicylic acid), salicylic acid

is absorbed through the GIT; if | want to treat a local inflammato
condition in the GITEUCH as crohn's disease or ulcerative colitigwe can *.
attach a sulfonic acid group to salicylic acid forming sulfosalicylic acid . !,‘,‘d ) oD

which is not absorbed orally and treat inflammation of the GIT in a local Los s
sense minimizing side effects. Il
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Electronegativity

we most concern about this part of the
. . —_’

periodic table: CNOF

SiPS ClT

higher electronegative Br

atoms tend to attract I

the electrons more.

Ex. O withdraw electrons
from S in sulfonic acid.
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Strong acids..
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* Another group is sulfonamids which is per say
an intermediate acid pKa=7, but if we attach

an extra carbonyl to its nitrogen it becomes

strong acid pKa=1-2, 5
Lo i) &DWAA A
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m wesu (pKa=7): Intermediate acids
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* sulfonamide with the carbonyl at the N is
nearly as strong as the sulfonic acid with a
pKa=1-2; therefore its orally unavailable.

* An example is Saccharine produced as Na-
Saccharine which is a diabetic sweetening

agent; diabetic patient can fee| jts sweetness
o Saccharine — % (0p P

* without concerning abouf
sugar levels because

* it's eliminated through th
without beln%absorbed
\
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* Another example on strong acidic groups
which if found in drugs they make them orally

* unavailable is@hosphoric ac@
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Another example on strong acidic
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* Carboxylic acid is another group to discuss,
even though it's solely intermediate acid

* Witk %uw-b.&ccﬁ if it was conjugated to an
%mmas withdrawing group like carbonyl

* it will become 3 strong acid.
), ica : . 3 i P 2 - .M.
n\ss,.v,).uL.&W TR Y (MV\\W\,%HKMN\CE. S 59 a2 P »2 L

' . .I&Ortf~4
Y\Nhn\hhk h/)\o\ \. . . . : Q.\HMM_

va s ar —
wA ﬂrM\e:..,uxcn\ p\“x.\\ofu\m(\b_,\.&uﬂ\.ﬁv\.t._.. nu:¢

Scanned with CamScanner


https://v3.camscanner.com/user/download

