Chi:

PharmacoKinebies:
kidv\ez E xerelion:

A Acidic o
- Moke wurine basic

- Use NaWCO,. Ora\l\a or IV

B. Basic o‘M}

-+ Moke wine acidic
« se  Ascobic  acd /it C oR N, CI

Ly Witwout  citrole !

ATP -bindia casselle Pamilzz
— ECClux dru oukside ceb. Less b:oavalzbslzlg

— Less  selechve

A. P- Gltzcopmkin ( mor1 ’rmmspmer):
* Brain

» Tesles

% Inleshnes

% neoplostic  celts [ abroamal  cell %mwih.. benign  or malfananl) (J‘lelastohs: spood o comer lo elher

sissues)

B. MRP Mmspodersz
4 Excrebion (EMux) o ume 3 bie
» Used b(& some cancer cels lo be  resisiont b chemclhermpentic o&aenh



f«Mﬁ lies :

SLC

~ Active  lonspod  via  ion %rwfa‘enh, dont  bid  ATP.

— Seconda:} ache  fouspod

- Re-ufl‘a\le ol  neucvlonsmilten

- Used bg dru%s

Endoaabsis:

— Uilamn  B12 - Tnbdnsic Paclor te'nples

¢
(37 \w‘c

— Tron - transbesin Complex  in

Liver‘ c\\:msis-.

— less  orl olu

- Dma "om‘ci}\}

So‘u\:i\:ha ¢ low [
Alenolo) -+ oo polor

A%c‘ov‘.( - loo mm-polar

Gmpefmzt juice:

— Tnhibils P-zlacopmlem , MPR ..

—+ Inkbl fal poss  alffect

- & Mmore  dm b:oavailal;:lih)

mbo  blbod skeam in %ul-

RBCs.

losk  vie  Best poss efecl.. blood b}Poss lver

MRP  troasportess. Less dm; ePPlux

- CYPU50  inhibilor More aclive dma. (Less 3t f"""“))



£
IV s 1 or 00 yA

A- Orel + complele absorphion 4 fied  poss  effec)

F=1- gq

\dma, b i Ok poss  effect

B-Orcal + inComplele absorphon + fid poss eflec)

r'.: P(l‘ER)

e \/o{ 2

Morp\\:ne .
—- ER= 0.67. Orcl  + complete  absorphion

- F=1-0067 . F-033

Chaccoal:
- Used in druj overdose

- Absorb dm) ¢ shps i Fom euhrima enlerohepakic cacle.

-+ More dm} exccebon. Reduce  hall -life




D binel: P(‘o}etns .
A\ bumin N}

.- 0id - glyioprotein - binds to  basic drugs

Clearance:
} of eliminali
C\ < rae rination note: See how focton afecl Cl ¢
Dmg plosma  conc. €l dald g be  V /i
by § <2
k= ©.693 Cl=kxVd = |Clc 0698 , yd |”
hiy tiy va t o ?
C| ) Dma corc. in urine  x Urine Plow rale
R -
Dwa P\osm conc.
ci: D conc.  enbens liver

Co= W Cone. eﬂ'“ﬁ: bver

Ets" ES] x VMG\:
Order 51 ¢+ km

Lo = Vd x Cssdesen

Mp = Cl x Cssdeind

brow if x o .



Fiek  ocder eliminakon dmass
- Most

Zero order /Soluroble  elivinakion dmcasz
-A.P.E

% As?ﬁrm

N p\r\ewa}o.‘f\

A Ethanol

\’\uah l\epahc extrackon  ralio o'ma:
» Melabolized L} liver  fast, most in  [ist pass e Plect.
s ML PY - /i_'iehboltsm l__.‘ver Pass \_!ena ”fm{“
* MorP‘l?l\e
MLev
x Lidocaine

% Prop ranolol

» Verapcmil



Chl
Routes

Anzma Pec\‘oris:
— Use sublin%ual coule . RGP-‘O( onsel

\_ipid -soluble drvqs:
- CANT we 1IV. As precipilales

O:\% / Ethone  qlycol

— Resevior ot sile  of  odwinslation

Aswho o‘ma \Anes\-‘\ehc&:
- Tnholational / Resp‘.mkca roule

ANKM a:

blood

n IM.

Slower

— Tronsdermal roule. On  shin e s«asiem'c eMecl.

release



Ch.%

D(\A} Biokansformakion (Me"cubolc‘sn):
No  ordec

Aclive ij Cuvehse * o T nackive sz + \Woler soluble
Phose T

Phose 1T Tromslecases
Cm&u%ahon RxN

v
MORE Y nackve sz + MORE Woler soluble

N

Bi le Urtin e

Pr‘oo!mczs: (inacl:ve bo achive, C‘IP'-ISO)

* Codeme (Codeine — wawu.)

. \_evadopa (levoctopo — dlopomine)

% Minowtdil  (achveled by phose 7 sulfabon)

Dru} o toxin: (CYPUs0)
+ Paracelemol /Acdammpken S | ace\al-?- \:ev\wtlulnul\ehlu (hepoloxm)

l..a.‘vg Pc.l.'c.{ N.Me'lal Czsleme

# Hololhone —————+ Fee  Radicals  (hepalons)

ImPo/\an‘- CYPYs0 enuane :
>507 o prescribed dmz.s
» CYP3AY



CYPYSO

inducers:

» C&(bamzef)ine - auloinduckon -+ D(w} lolevance

x Barbilurcles
» \A‘oin
w Rifampia
xSt Joms  worl
s Crueferous venslables

& lobacco smolie

CYPuso0 inkbitors:

* Enaihnwadn - Antibiokc . L nhibils

» Gwopefuit [uranocoumaring - Suicide inhibiter + P- al\acopmle:n inkibiter . TaWbit  CYP3AY

Phase T poink:

+ charcoal meal

CYP3AY

Reoc’oml‘ W / Dﬂl Eugang_
Type of Conjugation Endogenous Reactant  Transferase (Location)
Glucuronidation UDP glucuronic acid UDP glucuronosyltrans- -o
ferase (microsomes) Py
UGTs -COOH
‘ru%t.\’ﬂlf - NHOH
Acetylation Acetyl-CoA N-Acetyltransferase
colocter (cytosol) NATs
- d
Glutathione conjugation  Glutathione (GSH) GSH-S-transferase GSTs _::: ﬂ:s aplcesest
Nndeop\\ih (cytosol, microsomes) 4
Sulfation Phosphoadenosyl Sulfotransferase :x _'::.“
phosphosulfate (cytosol) SULT% —Aion
PAPS
Methylation S-Adenosylmethionine  Transmethylases i ﬁ
SAMg (cytosol) MTs -S



Gilutethione cgn")uza‘eo( o'mg exerelion:

N- acelalold casleine Cm\iuaehs
D(\Mé— G\\u h‘hione Con'huzok e — C\as\eine. coniuaoks —bﬁeru.\lerk Acid conju;o&es

Bi\e excrelion ou\\A Un‘l\e e xcrelion

Drmas that gt more aclve /moe  doxic  with  phase T metabolism:
A Morphine —grcuemidelin Mocphme - 6 - 3lmcmrom»le/'m‘;:.mL
B- Non-slecoidel aal:.:..ﬂmah..a dlua Acg  aucuronclobin.  UGTs ¢ UDP- gheursic  acie
C- Lsoniazid N- acdva‘akon. NATs 8 ocdlyl Coh.

D. N- h(admnjaceial aminoflowdne O -sulfabion. SULTs b PAPs

E. Inacliwe Prodm} minewiolil  Sullabion. SULTs & PAp,

Acelaminophen /Pomcelenol  metabolin ¢ {ou.'c;haz

z,:;:u;mdahon Po\ﬂf Y ;,,“,l.'ue + non-towic
ation
Phase T con")uaahn.

hepatotoxin

loe NAPQI Phowe T

> Pelor + inadive 4+ non-lexic

Ovecdose: Within 8-16 s, Adminisler N-ace&a\ aas‘e.'ae o reflen:sk GSU ¢ ddve GSH con“uf]\m



Pharma co dgnawc.s 1:

Receplors:
* GWVABA - ion chownel recepkwr

# wicohinic - ion  chomnel  ceceplor

» Muscarinic - G -prolein  coupled  recepler

a adret\e('zic - G -prolein Coupledl  feceplor o« p @ fs
» Opioid - G -prolein  coupled  recephr

» Tnsulin - Ev\zame linkeet, RTK

» Steroid - Twmcelwlar  recephor

Therapeutic  Index:
Penicillin: Safe dm}. Wide TI. Bia 9op belween ltoxic 4 safe dose

Wacfari: Norow sa.(’e‘} marqin. Nerrow TI.Small aop belween toxic 4 safe dose

Bela  blockers:

x Bela adru\eraic. anh.aon:sl-

x Bela receptas on  heart less  achvaled. Slower heast  rale.
* Anl:htaperiensm. Decrease blood  pressure



(A)G( l:&(fm

» Aﬂ‘icoaau‘al\l'

» Vil helps in  blood clo}kna. Wactlacin mhibils Vit &

» VK an\'acaontsl

Lasulin:
x Muscle & Liver cells increased 8\ucose uP)olle



Pharmaco dénamic.s 9 -

A. Adrenaline / Epinephrine:
»* Adrenenaic ru.epbr aaov\is‘

B. MorP\r\Me:

» Opicid  GPCR aaoml

% CNS  olepressant

% Risk of r'espimhra depmss:m. TIncreased risk f  coupled with  anbihisamines

A Bup(‘enwp)\ine:

» Opioid GPCR Porl-ia] aaouisl-.

x Weoker  submaximal cesponse 2o Less risk of resp;mhf} depcession
» No Rl ogonth - Buprenorphine  acks a3 a.aomsl

« Ful aqons  preseal - Buprenorphine.  acks  as & (competitive) an‘aaouid

A. Naloxone :

" OPioid GPCR onhgouasl

w Blocks mMorphine  Gnalgesic 4 Nspirahg ePlecks
« Reverses opiotd  overdose

» Grivea Jo fe.)\ﬂ‘) Pahenk ~ hersin =



B. Bela  blockee:

» Adrenera\‘r. p oalaqonist  of  heard
* Anhhéper‘ensve

» End whh  -lol

C. Wa(?arin:
x V.‘k anbgoms‘- An*?uoaulaa‘.

Opioid  Receplor memo hps:

A%om’sl » Mocphine ~ Loaiw\

/’ B» 2"( letter =3 wealier = parkol

\ Po(ho\ Aaan:s‘ > gugrenorp\nine ~ \.9=> -
Al\\'oaonis‘ => Naloxone v Nob = No = blocker =

= aAl-a%ovl?d-

G\rape (.‘m;,l Juice:

% Iakbit P- ‘al\acopm‘ein

v Lahbt Gl pass  eflecl

s Lahibit (su:c:do,) \‘C‘/PBAL,

A ddikive Aspl'ﬂ'ﬂ ¢ Worlasin
Slanenﬁic.
Potentiation

A V\\‘O«(aol\ishc. N oloxone { 3 Morfhtae



\A)ﬂ(carin + Asp:n‘n:
Woarkarm - £ ViLX an*ogonis‘. Anhcoaaulaa‘.

AS?'N':’I\- Blockse cox, less Momboxane A2. NSATD. Less  blood cuaulaiioq. More
A.A  diceclted towsrls  PGT, / pros\'ocaclms, blood couaulc.kon inhibited

Addikve  effecls. 1341 =2

Alcohol 4 Qev\zoo'icnzpmes / Diaze‘;cm
Boh ae  CNS  depressantss.

Sedake efecks (GABA)
ﬂesp?(ah% Depression I

Staun:"c e ecls. 1 +) 2

ACB\'QMMOP‘\(’J\ / Paracetemol mebabolism ¢ {'oaiciha!

Glucuroniolation

Suifation
Phose T cwﬁuao&:.n.

Po\of‘ + inachive + non-towic

ACe‘aMMop\en

hepatotoxin

CYPUso lode NAPQ1 Phowe T > Po|or + inackve 4+ nen-loxic
Phase T GSH - conjugotion

Ovecdose: Within 8-16  Ms. Adminisler N-ace‘a\ aas!e.'ae o refalen:sk GSH ¢ ddve GSH conhdm

Acme L:ve( f ailure



