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Sulfasalazine

cinky

Common
(>10 percent)

Mauseafheadache
Rash

Male infertility
Headache

Uncommon
(1to 10
percent)

Abdarinal pain
Hemolytic anermia
Leukopenia
Thrombocytopenia

Rare
(<1 percent)

Hepatitis
Prieumanitis
MNeutropenia
Pancreatitis
Agranulocytosis
Ctalgia

Aminosalicylates

Watery diarrhea
Abdorminal pain
Headache
Mauses

Pancreatitis

Calitis exacerbation
Fever/frash

Fash

Preumonitis
Pericarditis
MNephritis
Thrombocytopenia
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Medikamentozni terapie v prubéhu
poslednich desetileti
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Medication

Trade name (US or as
noted)

Strength of commonly
available oral
preparations (mg)

Oral 5-aminosalycylic acid {(5-ASA) derivatives

Sulfasalazine

Mon enteric-coated tablet
(scored)

Suspension

Enteric-coated tablet (not
zscored)

Mesalamine "

Delayed release enteric-
coated tablet

Capsule containing delayed
release tablet

Delayed and extended
release tablet, multimatrix

Capsule containing delayed
releaze enteric-coated
granules

Controlled release capsule

Enteric-coated delayed
release granules (packet,
zachet)

Dlsalazine capsule
Balsalazide

Capsule
Tablet

Azulfidine, Sulfazine, Salazopyrin®
Salazopyrin®

Azulfidine EC, Sulfazine EC,
Salazopyrin EN-tabs®

Asacol®®, Asacol HD'®

Celzical

Lialda, Mezavant®

Apriso

Pentasa’

Salofalk*, Pentasa Sachet®

Dipentum

Colazal, Colazide®

Giazo*

500

250 per 5 mL*
5040

4002, 800

400

1200

375

250, 500, 1000*
500, 1000, 1500, 2000 sachet®

250, 5007

730
1100
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Farmakokinetika tradiChich aminosalicylatu



Dobre polknutelné,
s vanilkovou prichuti

Vrstva odolna zaludec¢ni kyseliné
(Eudragit-L)
Rozpousti se pri pH 2 6.0

Mesalazine (5-ASA) obsahuijici
polymerové matrix jadro zajist'ujici
Opozdéné uvolnéni aktivni latky.

<_ approx. 1.2 mm _>



Postupné uvolnovani 5-ASA

In vitro dissolution profiles at pH 2.0 and pH 6.8

Corresponds
approx. to pH
of the
stomach

and proximal
small bowel

100 A

80

60 -

5-ASA release [%)]

40 _

20 -

Ethylcellulose-coated
5-ASA granules

Salofalk®Granules

360 420 480 540

Time [min]



Cim vétsi povrch, tim snadnéjsi absorpce

384 mm?2 3,072 mm?

3 g Salofalk® Granules = 3,500 pelet = 16,000 mm?



Srovnani 5-ASA granu
_ehka az stredne tezka forma onemocneni,

nostizeni rekta a sigmatu
807 Salofalk” Granules .Salofalk® Tablets
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Pancolitis Left-sided colitis Proctosigmoiditis

| a tablet u aktivni UC

Navozeni
endoskopické remise u
pacientu s lehkou az
stredné tezkou UC v 8.
tydnu terapie Salofalk
tbl. vs. Salofalk
grandule podle
lokalizace v tlustém
streve.

Pooled, subgroup analysis of
patients with

different disease localisations
from 4 phase lll trials

Leifeld et al. (2011)
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Patients in remission (CAI < 4) [%]

80 —

n.s.

H p=0.014 ‘ ‘ n.s.

66 %

60 —
50 %
40 —
20
n =104 n =108
0
3 x 0.5 g/day 3 x 1.0 g/day

95 %

3 x 1.5 g/day

Nad davku 3g 5ASA/d neni jiz ovlivhéna
icka remise

Pacienti s lehou az
stredné tézkou UC,
po 8 tydnech léCby
5ASA granule.

Double-blind, randomised,
dose-finding study

In active ulcerative colitis
comparing 3 x 0.5 g/day, 3
x 1 g/day and 3 x 1.5 g/day

Kruis et al. (2003)

Salofalk®
Granules dose



Veétsina pacientu se zkusenosti s 5ASA tbl.

da

Patients [%]

0

e preferuje granule

40 —

30

20

10 —

44 %

29 % 28 %

Better than No difference Worser
tablets than tablets

Hodnoceni pacientl
tablety vs. granule

Double-blind,
randomised, dose-
finding study

In active ulcerative
colitis comparing 3 x
0.5 g/day, 3 x 1 g/day
and 3 x 1.5 g/day

Kruis et al. (2003)



Lécba 1x3g/d je v navozeni klinické remise

stejné efektivni jako

Patients in remission [%)]

80

60

40

20

83 %

78 %

1 x 3 g daily
76 % 3 x 1 g daily

79 %

Per-protocol
(p <0.0001
non-inferiority)

Intention-to-treat
(p <0.0001
non-inferiority)

écba 3x1g/d.

Pacienti s lehou az
stredné tézkou UC,
po 8 tydnech léCby
5ASA granule.

Double-blind, randomised, double-
dummy

study comparing once-daily vs.
three-times-

daily dosing in active ulcerative
colitis

Kruis et al. (2009)



U pacientu s postizenim rekta a sigmatu je procento

dosazeni k

A\VAA AV 4

inické remise signifikantne vyssi pri terapii

1x3g/den
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p = 0.0298

|
86 %

73 %

1 x3g/day Salofalk® Granules
3 x 1g/Tag Salofalk® Granules

p=n.s.

72 %

79 %

Patients with
proctosigmoiditis

Patients with more
proximal extension
(left-sided, subtotal or
pancolitis)

Subgroup analysis:
Patients with
mild-to-moderately
active ulcerative
colitis of different
disease localisation
after 8 weeks’
treatment with

3 g/day Salofalk®
Granules once-daily
orin

3 divided doses

Kruis et al. (2009)

Pozn: Obdobné vysledky i
Leifeld 2011



Pacienti preferuji davkovani 1x denne.

Percent of patients [%]

100

80 —

60

NN
o
|

N
o
|

86 %

Preference
for 1 x daily
dosing

14 %

2 % 2%
Preference No No data
for 3 x daily preference
dosing

Hodnoceni
davkovaciho
schématu pacienty

Kruis et al. (2009)



Terapie 1x denné je spojena s vyssi
compliance

100 94 Up* *n —
0 90 % p =0.02

80 0 76 %
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0 - Kane et al. (2003)

3 Months 6 Months



Davka granu

efekternr

v udrzovaci terapii
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Patients without relapse [%)]

p = 0.088 superiority

p = 0.001 p =0.061
| superiority non-inferiority _’
74.7 %
68.8 %
60.8 %
n=185
1 x 3 g/day 1x 1.5 g/day 3 x 0.5 g/day

| 1x3g denné s nejvetsim

Pacienti s lehkou az
stredné tézou UC v
remisi po 12
meésicich terapie
5ASA granule v
riznych davkach.

1 year, multicenter, double-
blind, double-dummy
dose-finding study for
maintenance therapy of
ulcerative colitis

Kruis et al. (2011)

Salofalk® Granules
dose



/aver
* Forma 5ASA v granulich je efektivni v terapii UC.

* 5ASA granule v porovnani s tabletami
efektivnéjsi v |écbé pacientu s UC s postizenim
rekta a sigmatu.

. Optimélniglé,vka k navozeni remise u lehké az
stredné tézké kolitidy 3g/den.

* Davkovani 1x3g/d ve formeé granuli je u pacientu
s aktivnim UC s postizenim rekta a sigmatu
efektivnéjsi nez davkovani 3x1g.

* VV udrzovaci lécbé je efektivnéjsi davka 5ASA
granule 1x3g/d ve srovnani s jinymi davkovacimi
schematy.

* Adherence k |écbe je vyssi pri terapii granulemi a
pri davkovani 1x denné.




