DOSE & INDICATION:
80 & 120 MGS for treatment of ch. gout.

AD. EFFECTS: Disturbances in LFTs.

« Welltolerated in pts. of-allopurinol
intolerance.

* Prophylactic treatment with colchicine og
NSAIDS should start at the beginning of
treatment to avoid gout flares.
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* PHARMACODYMICS: Potent & selective

inhibitor of X.0. & so dec. formation of
xanthine & uric acid.

UL N LR . e

L UVTHTHUGINE [HELaUOHSITL gl e 1T

* In standard doses, more effective than

allopurinol in lowering serum urate
levels.

L

%

* 1 new drug for treatment of gout over
40 yrs.

=
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FEBUXOSTAT

* 1* nonpurine xanthine oxidase inhibitor

eak plasma conc.
attained in 01 hr. Extensively metabolized
in liver. Eliminated in urine,

* No need of dose adjustment in pts. of
renal impairment B/O its extensive
metabolism.
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* Allergic skin reaction(PRURITIC
MACULOPAPULAR RASH) in 3% of pts.
',‘-;_Q----- * Rarely can bind to lens resulting i
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mercaptopurine and azathioprine, drugs
that depend on X.0. for elimination.
DOSAGE: Initially 100 mgs/d T to
300mgs/d depending on serum urate
levels.
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ad. effects or hypersensitivity.

* 6.When starting allopurinol, Colchicine or
oo NSAIDS should also be used until steady state
T : serum uric acid is normalised or dec. to less

e g S
B i e

T ; than 6 mg/dl.

S e eETa

e I AD. EFFECTS: Gl intolerance(N,v,D)
..._;“. — ' Peripheral neuritis, necrotising vasculitis,

SRR bone marrow depression. Rarely aplastic
anemia.

* Hepatic toxicity & interstitial nephritis.
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renal failure.

INDICATIONS:

1. TREATMENT of gout with allopurinol has to be
continued for years if not life time.

- - - - - -

dyscrasias which can lead to renal calcull.

3.Allopurinol is also used as an adjunct to cancer
chemotherapy to slow the formation of uric acid
from purines released by the death of large
numbers of neoplastic cells.

4.As an antiprotozoal,

5.When uricosuric drugs cannot be used B/O ad.
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Allopurinol(purine analog)

* X.0.inhibitor which decreases total body uric
acid.

1/2

* Allopurinol is metabolized by X.0. resulting in
compound, alloxanthine. Alloxanthine is an
irreversible suicide inhibitor of the enzyme &
has long t % 15 hrs. So given once daily.

Excreted unchanged as alloxanthine by
kidneys.

Scanned with CamScanner


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

[ oo TReATMENT O 1 =

COLCHICINE

* Plant alkaloid isolated from COLCHICUM
AUTUMANLE.

* Rapidly absorbed after oral administration.
Peak levels within 02 hrs. Some is metabolised
in liver & some is excreted unchanged in bile
& then reabsorbed from gut. It increases its
gut toxicity.

MOA: Drammatically relives pain &

inflammation of gouty arthritis in 12-24 hrs
O without altering metabolism or excretion of

COLCHICINE
e B

BT da
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* No role of Allopurinol & uricosuric agents
in ac. Gout rather they are used in
e hdiard] recurrent & progressive gout.
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* Any vigrous diuretic therapy may ppt. ac.

by v =T W

P Gout by depleting volume. This will result

Eoam R BT T T, IS

SIS in re-absorption of all substances

including uric acid in pct.
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T A DRUG TREATMENT OF AC. GOUT
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« 1) NASIDS highly effective in terminating

e ac. attack in a few hrs. Indomethacin is

T 1% choice. 25-50 mgs. tds orally 4" dose at
bedtime. Naproxen, Diclofenac,

e ACHEE Piroxicam, Sulindac are alternatives.

e 2) COLCHICINE given when pts cannot

o st tolerate NSAIDS.

o 3) If these drugs fail, then prednisilone

S S b starting 40 mgs/d then tapering as

ST o symptoms disappear.
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DRUG TREATMENT OF GOUT

1) Drugs that suppress symptoms.

* Anti-inflammatory drugs with or without
analgesia: Indomethacin, Diclofenac,

Naproxen, Piroxicam.
* Colchicine & adrenal steroids.

2) Drugs that prevent urate synthesis:
—— Allopurinol & Febuxostat.
L *'iﬂﬂ:him 3) Uricosuric agents:
Sulphinpyrazone & Probenacid.
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GOUT
BY DRIAVAID In addition, there is “T*in lactic acid

- production in synovial fluid which causes
a J-in local PH which fosters deposition
of urate crystals.

Acute gouty attacks can result from a
number of conditions, including excessive
alcohol consumption, a diet rich in
purines or kidney disease.

ommunity Medicine / Medic:z lon Department's
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PATHOPHYSIOLOGY: Uric acid crystals
are initially phagocytosed by synoviocytes
which then release PGs, lysosomal

Iy enzymes & IL-1. Attracted by these
chemotactic mediaters,

polymorphonuclear leukocytes migrate

into joint space & amplify the ongoing

inflammatory process. In the later
OhUS TeARAEST OF SOU1 phase of attack, T no. of macrophages

Frogp roe agm wm g
S oma eUgmms g S SR
— F—

—.= - appear, ingest the urate crystals & release

R I L ]
[ S e S R ]

more inflammatory mediaters.
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DOSAGE

* Probenacid 0.5 g/d orally in

— LRI RTINS RSP LY IR I EE.

______AllPr 0one WeePHKk

* Spz 200 mgs orally daily increased

up to 400 to 800 mgs per day in
divided doses with food.
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i T naications

e * Therapy initiated after several attacks of gouty

TS arthritis or when evidence of tophi appears or

=S when serum uric acid levels are so high that
tissue damage is inevitable.

* Therapy should not be started until two to

R e L

R I L,

s s e e e three weeks after an acute attack.

Toxicity: Both are Gl irritants but spz is more
active. Allergic dermatitis both may cause
aplasticanaemia rarely.

Probenacid may cause nephrotic syn.
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* Spzrapidly excreted by kidneys, even then its
duration of its action is as long as probenacid.

MOA: uric acid freely filtered at glomerulus.
IC Arug i . =

__dCIds di50 JELTEasEd DY (NESE dECTLS

* Aspirin should not be used as an analgesic in gouty
patients because in low doses aspirin causes net
retention of uric acid by inhibiting the secretory
transporters. I

* Probenacid was originally developed to prolong

secretion is also decreased.

Scanned with CamScanner


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

=

-0 3 GOUT | | Campasbsny Mour] - Micresoh FeseiPem

toms | e Dirngn AnEmgEEsi Fhdd S Brwire Wi ﬁ

S R ﬂu-i — s AN LY et Dumesian BN\ O0D oy gy e A Fesa |
LRk _J - = A a “_.Il “." |!Hl ﬂlm i .Ju'l"‘rﬂ A 1_1.[:3.!:-, . qb -" ‘L‘MU“H‘I‘ ﬁw . |
e J Far=e Pa=n “ I.:lm B 7o A |-i-| e = .”. £ 2 mhewrd 1n Lreeie 1 Ty '[ ]' 'n _H-“- ;:.l::l =l Umagd Wffecty | l‘- e = |
% Feliting |

Chpbama = = n Maingeaph % ey

ki

Lo L ]

- P B e e iy Sy
o e i ke

¥ - l-H--i-H-HH-. e
Bl W WL E e e

L R e R

e URICOSURIC AGENTS
* PROBENACID & SULPHINPYRAZONE:

ey g ——

oiiT * Used to dec.urate body pool in pts of gout.

Erem———= * Avolided in pts. who excrete large amounts of uric
: = acid to ppt. formation of uric acid calculll.

. -y TP * ORGANIC ACIDS. Act at anion transport sites of

e ettt renal tubule. SPZ is related to phenylbutazone.
o N —— Metabolite of an analog of phenylbutazone.

 DOSAGE * Probenacid completely reabsorbed by renal
T tubules and slowly metabolized.  t,,, 5-8h.
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e Diarrhea, may be N,V. ABDOMENAL PAIN.
Hepatic necrosis, renal failure, DIC & seizures

Rarely hair loss, bone marrow depression,
peripheral neuritis & myopathy,
More severe ad, effects absociated. with i/v admn.

. Overdosage toxicity: Symptoms are burning throat

pain, bloody diarrhea, shock, hematuria & oliguria.

"ﬁ# | * DOSE: Initial dose 0.6-1.2 mgs followed by

0.6 mgs. every 02 hrs until pain is relieved.
Total dose can be given IV if required.

e CAUTION:ASs little as 08 mgs in 24 hrs may be
fatal. Prophylactic dose 0.6mg tds.
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INDICATIONS
* 1. Ac. Gouty arthritis: Although more specific
in gout than NSAIDS but not used frequently
B/O troublesome diarrhea associated with it.
So preffered in prophylaxis of recurrent

episodes of gouty arrthritis.

= 2. In preventing attacks of Ac. Mediterrean
fever.

* 3. May be beneficial in SARCOID ARTHRITIS &
IN HEPATIC CIRRHOSIS.

Scanned with CamScanner


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

L ——
= ems | Wael  Dmign  Aneaber  SdrShew  Breew View

P _] 2 Layoet -
o3 Ciniy L
J v Pt :— i Diwirtn
iy

e b g =
e R S S

I ---uu—ll.ul.'-l-l-ll-
W .url.-
Il'l---l-q-

B A AN FEEEE

DL 1 | D Eaislary PG| - R POk

N W= = ”’-I'L' FM Y —
o) g T

* Cnneer ia Limyeie

23

e gy

BN
AL
B

P wgi nib

an} 2age P W P
o imame Outiny - || B Repinee *
._?:: = Wiy PP PR
i fditing

Polymerization is a chemical reaction in which
two or more small molecules combine to form
larger molecules that contain repeating
structural units of the original molecules.

Polymeris a substance made up of a large

number of smaller molecules that link
together to form larger molecules.
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T T - uric acid. Anti -inflammatory action is
————— produced by binding to I/C protein TUBULIN
Tt preventing its depolymerization into
microtubules, This disrupts cellular functions
such as mobility of granulocytes so leading to
inhibition of WBC migration & phagocytosis

ttmmee p e into affected area.

e Also blocks cell division by binding to mitotic
s spindles.
o * Also inhibits formation of LEUKOTRIENES B, by
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inhibiting LIPOOXYGENASE pathway.
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GOUT l
BY DRIAVAID
NAZIR Gout: A familial metabolic disorder

characterized by recurrent episodes of ac.
arthritis due to deposition of monosodium
urate in joints & cartilage. Formation of uric
acid calculi in kidneys may also occur.

| 5 Y S —
a—— . Wy T
|| R R ——

e e @0 e S
—— — —— e m—— |
B S EEE e RS SR
TR L e i Se B
- 1 R —

Gout is always associated with a high serum uric
acid level, poorly soluble substance which is
major end product of purine metabolism.

IMPORTANT: hyperuricemia does not always
lead to gout but gout is always preceded by
hyperuricemia.
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