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FC: Funktionell férstoppning (“constipation™)
Funktionell FDr: Funktionell diarré

buksvullnad/uppblasthet ~ BS-C: IBS med férstoppning
IBS-D: IBS med diarré

ROME IBS-M: IBS med véaxlande (“mixed”) tarmvanor (D och C)
FOUNDATION Lacy et al Gastroenterology 2016
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Forstoppning - Prevalens
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Risk faktorer:

Kvinnligt kdn, 6kande alder, lagt socioekonomiskt status, IBS
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Irritable Bowel Syndrome: Diagnostic Criteria*

Recurrent abdominal pain on average at least 1
day/week in the last 3 months, associated with two
or more of the following criteria:

* Related to defecation

* Associated with a change in the
frequency of stool

* Associated with a change in form

(appearance) of stool -

*Criteria fulfilled for the last 3 months with symptom onset at least & months
prior to diagnosis
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Rom IV: Funktionell forstoppning

Functional Constipation

1. Diagnostic criteria®* must include two or more of the following: * *
a. Straining more than ' (25%) of defecations

b. Lumpy or hard stools (Bristol Stool Form Scale 1-2) more than % (25%)
of defecations

c. Sensation of incomplete evacuation more than % (25%) of
defecations

d. Sensation of anorectal obstruction/blockage more than ' (25%) of
defecations

e. Manual maneuvers to facilitate more than ' (25%) of defecations
(e.g., digital evacuation, support of the pelvic floor)

f. Fewer than three SBM per week

2. Loose stools are rarely present without the use of laxatives

3. Insufficient criteria for irritable bowel syndrome
*Criteria fulfilled for the last 3 months with symptom onset more than 6 months prior to diagnosis

* * For research studies, patients meeting criteria for opicid-induced constipation (OIC) should not be
given a diagnosis of FC because it is difficult to distinguish between opioid side effects and other
causes of constipation. However, clinicians recognize that these two conditions may overlap.
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Forstoppning — diagnosalgoritm Rom [V

History | Physical exam / routine lab

Alarm symptoms .
No Weight loss, blood in stool, | Yes Investigate
>50 years of age, etc. | and treat
Abdominal pailn__+++ Abdominal paln__+/-

Bloating +

Sense of anorectal obstruction_____ +

Manualmaneuvers — +

i — ::,,,,.._

Q IBS-C ) cc
RO DT e ‘ Re-evaluate diagnosis and

<

treatment strategy
If no improvemsnt Consider referral to specialist
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» Oforklarad viktforlust (> 10% under 3 manader)

» Blod i avféringen som inte orsakas av (kan bekraftas bero pa)
hemorrojder eller analfissur

» Symtom som vacker patienten pa natten

> Feber

» Hereditet fér colorectal cancer (polypos), IBD eller coeliaci

Terapirefraktdra symtom: behandlas adekvat.

+ Forstoppning
¢ Anorektal funktionsdiagnostik
¢ Transittidsmatning

ROME
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Tarmtomningsstorning — diagnosalgoritm

Tarmtomningsstorning (Functional Defecation Disorders)
1. Uppfyller kriterier fér FC eller IBS-C
2. Tecken pa tarmtdmningsstorning vid > 2 av 3 test:

a) Ballongtdmningstest

b) Anorektal manometri (eller EMG)

c) Imaging

M
tarmtomnr gsstorning
Anor 1l manometri

allongtdmningstest

ARM eller BTT
avvikande

ARM och BTT

Normal avvikande

Ingen tterligare tester
tarmtomnings- behovs
storning

Tarmtémnings
stérning

Defekografi

Normal Ayvikande

ROME
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Ballongtomningstest

Ballong fylid
med 50m
ljummet vatten

Patienten
sitter pa
toaletten

Patienten
forsoker krysta
ut ballongen

Analkanalen
stangd

Polyetylen-

@
kateter 3-vidgskran

Chiarioni et al Clin Gastroenterol Hepatol 2014
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Anorektal manometri - dyssynergi

Manometric Patterns: Attempted Defecation
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| Anal . Normal 4 L
| ) - [ E—
Puborectalis ot Ractal | ]
Anal
Type Il - s Type IV
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Rao SS. Gastroenterol Clin North Am 2008
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Anatomi - anorectum

Symphysis publs
Pubis
al sphincter
External anai
sphincter
Q FOUNDAT ION
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Rektalpalpation

Symphysis
pubis

Puborectalis
Internal an
sphincter

External anal
sphincter

Position 1:
Vardera analtonus i vila
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Rektalpalpation

Symphysis
pubis

Puborectalis

External anal
sphincter

Position 1:

Be patienten knipa

¢

ROME

External anal
sphincter
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Rektalpalpation

Symphysis
pubis
uborectalis

Internal anal
sphincter

Position 2:
For in fingret djupare och
palpera m.puborectalis
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Rektalpalpation

Symphysis
pubis
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uborectaiis

Position 2:

Be patienten knipa

<
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Rektalpalpation

\\\\ N
Angle ‘
widens .

Anal canal

' relaxes
Perineum
descends | Position 1:

Krysta / tarmtomning
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Dynamisk MR defekografi

Colontransit

SAHLGRENSKA AKADEMIN

* Rontgentata markorer
* Snabb /langsam transit

* Regional transit

2018-05-21
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Dyssynergi
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Forstoppnig

Langsam
transit

Dyssynergi

Lacy et al Gastroenterology 2016
Rao et al Gastroenterology 2016
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Forstoppning - behandling

2018-05-21
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Forstoppning — initial behandling

Korrigering av bidragande faktorer:
* Liakemedel saneras, exv:
*  Spasmolytika
* Kalciumblockerare
* Tricykliska antidepressiva
* QOpiater, kodein
Antacida med aluminium. Jarnpreparat.
* Kostfaktorer
*  Fiberrik kost
* Reducerate
* Adekvat vatskeintag
¢ Toa-vanor
*  Motion?
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Forstoppning — fiber / bulkmedel

* Kost:
* Losliga / icke-l6sliga fiber

* Bulkmedel

* Fiberform

* Ispaghula

* Sterkuliagummi

Likely mechanism of action of fiber
on intestinal transit time and visceral hypersensitivity

— Psyllium
=== Bran
————— Placebo
1 2 3 & 5 [ 7 B 9 10 11 12

Study duration (weeks)

2018-05-21
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Forstoppning — osmotiskt aktiva medel
(icke absorberbara kolhydrater)

| Laktulos, laktitol |

v Wi
Metabollseras av bakterler|

I ax e colon till SCFA > osmotisk
T r K gradient & pH-minskning

Meta-analys:

¢ Laktulos vs. placebo: NNT 4 (95% ClI 2-7)
e 2 studier...

* Hog risk for bias...

e Biverkningar...

Ford et al Gut 2011
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Forstoppning — salinskt aktiva medel

Polyetylen-
glykol /
varianter

Kronisk forstoppning
17 g PEG/dag vs.
placebo i 6 manader

Responder:

*  Ej”rescue-medicinering”

¢ 23 tarmtémningar/vecka

¢ <1 av: krystning, hard/klumpig
avforing, ofullstandig
tarmtémning 25% av
tarmtémningarna

250% av veckorna

DiPalma et al Am J Gastroenterol 2007

2018-05-21
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IBS med forstoppning — salinskt aktiva medel
Polyetylen-
A

R g g g e
Chapman et al Am J Gastroenterol 2013

Forstoppning — tarmirriterande medel =

Bisacodyl
Stimulant
Laxative )
\__/__f\\.,__________,_,_/,‘!\______,"@____ ',
Kompletta spontana tarmtomningar/vecka (4 v)
6
p<0.0001
5
4
£3
<
2
0

Baseline v1-4

u Placebo (n=121) i Bisacodyl (10mg) (n=247)

Kamm et al Clin Gastroenterol Hepatol 2011
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Forstoppning — tarmirriterande medel
Natriumpikosulfat

Stimulant

Laxative

Kompletta spontana tarmtdmningar/vecka (4 v)

p<0.0001

- HH

u Placebo (n=133)

Antal
N

v1-4
ul Na-pikosulfat (18 dr = 10mg) (n=229)
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Muller-Lissner et al Am J Gastroenterol 2010

Serotonin — 5HT,

SAHLGRENSKA AKADEMIN
The serotonin 5-HT, receptor plays a key role in gut motility
\“A \.\/‘j\%ﬁ— \j‘g Smooth muscle
©’——< @-——’< Myenteric plexus
& ﬁ Submucosa
A
4 A
[.I.] Mucosa
2 E"“""""'S_HT"’““ cell L Intraluminal stimuli promote thel
‘: Sechortin §-HT, recoptar release of serotonin from
Serctonin (S+T) enterochromatffin cells
O/k Intrinsic primary afferent neurone [IPAN)
Gershon & Tack Gastroenterology 2007
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B Enterochromafiin cel
® Serionin 5-HT, receptor
»  Serctonin (5-HT)
" irinsic primary afferent neurons (IPAN)

Serotonin — 5HT,
2 serotonin 5-HT, receptor plays a key role in gut motility
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Smooth muscle

Myenteric plexus

Submucosa

Mucosa

t Intraluminal stimuli

35%

30%

25%

20%

15%

10%

5%

0%
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Prukaloprid — Resolor® - selektiv 5HT, agonist

Andel patienter med = 3 spontana kompletta tarmtdmningar (SCBM)/vecka (12 veckor)

*k

30.9%
28.4%
. .
e o *
23.6% 247% 23.6% 23.9% 23.5%
19.5%
11.3% 12.1% 12.0%
9.6%
Pooled data INT-6 USA-13 USA-11
Placebo Prucalopride 2mg Prucalopride 4 mg

*p <0.01 vs. placebo
**p <0.001 vs. placebo

2018-05-21
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Prukaloprid — Resolor® - selektiv 5HT, agonist

Andel patienter med 6kning av 21 spontan komplett tarmtémning/vecka (12 veckor)

60%

50%

40%

30%

20%

10%

0%

*k ok bl

w 47.0% * w  46.6% 47.3% 46.6%
43.1% L, G 42.6%
38.1%
27.5%
24.6% 25.8%
20.9%
Pooled data INT-6 USA-13 USA-11
Placebo = Prucalopride 2mg Prucalopride 4 mg

**p £0.001 vs. placebo

Tack et al Gut 2009, Quigley et al APT 2009; Camilleri et al NEJM 2008
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Guanylatcyklas-C

Uroguanylin

HCO, STa Guanylin

Linaclotide

Intestinal
epithelial cells HE3

K(
. cGMP

Inhibition of
nociceptors
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Guanylatcyklas C agonist

Kronisk

forstoppning
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Naloxegol — Moventig®
Perifer opioidantagonist

Naloxegol vid opioidinducerad forstoppning
vid icke-cancer-relaterad smarta (12 v)

50 -
* *

__40 |
S
£30 |
2
o
2
£20 I ‘
[
o
S

10

0

Studie 04 Studie 05

M Placebo i Naloxegol 12,5mg i Naloxegol 25mg

Responder: >3 SBM/vecka + 6kning med 21 SCBM jamfort med baseline =9
av 12 veckor och 2 3 av de 4 sista veckorna.
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Terapirefraktar forstoppning
« Overvag backenbottendyssynergi /
tarmtomningsstorning
— Anorektal biofeedback
* Kirurgi?
+ Sakralnervsstimulering?
SAHLGRENSKA AKADEMIN

Anorektal biofeedback

Enkla atgarder:

» Optimera mat och vatskeintag

+ Utnyttja gastro-kolisk reflex

+ Utbildning (anatomi /funktion)

* Minska stress

» Optimera duration och frekvens av
toalettbesok

 Sittposition

* Rektoceletdmning

+ Traningsprinciper/muskelfysiologi:

* Krystteknik

» Enkel backenbottendvning

Komplexa atgarder:

* Visuell/auditorisk biofeedback av

backenbotten aktivitet via EMG eller

tryckmatning

* El-stimulering for identifikation av
muskulatur

* Ballongtémningstraning

* Sensitivitetstraning

 Hjalpmedel

2018-05-21
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Biofeedback lindrar forstoppning vid
dyssynergi
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Forstoppning - sammanfattning

e Anamnes!
* | regel begransad utredning (OBS! Alarmsymtom)

» Stegvis behandling; ev. kombination av preparat med olika
verkningsmekanismer

+ Overvéag tarmtémningsstérning / backenbottendyssynergi
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