Paper de les citocines i altres
mediadors en la PA greu

& Daniel Closa Autet
Bl CSIC, IDIBAPS, Hospital Clinic

(R b SoREN L oma (i Barcelona

s

B MAUORS A

Ll



ACUTE PANCREATITIS:

A CONSIDERATION OF PANCREATIC HEMORRHAGE,
HEMORRHAGIC, SUPPURATIVE, AND GANGRE-
NOUS PANCREATITIS, AND OF DISSEMI-

NATED FAT-NECROSIS.

The Middleton-Goldsmith Lecture for 188q.

¥
'?Jf., S
REGINALD H. FiTZ, M.D,,

Fhattuck Profestor of Patholopical Anatomy in Harpard Uwniversity,
and Phyrician fo the Massachuseils General Hospital,

-
BOSTON
CUPPLES AND HURD, PuBLISHERS

The Algonquin Press
1889




“Acute pancreatitis”
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BRITISH MEDICAL JOURNAL:

BEING THE JOURKNAL OF THE EBRITIEH MEDICAL AZ20CIATION,

EDITED FOR THE ASSOCIATION BY ERNEST HART.

LONDON: SATURDAY, JULY 4, 1896

CLINICAL LECTURE

CASE OF ACUTE PANCREATITIS.
Trelivered at the Middleser Hogpatal

By W. CAYLEY, M.In, FRCFP,
Physivisn to the Hospilal.

The characteristic symptoms, then, of the disease are these
—epigastric pain and tenderness, which may as in this case
be at first only of moderate intensity, and resemble the pain
of gastric catarrh, but may be very severe from the outset;
then vomiting, but the vomit does not present the characters
of the regurgitant vomiting of intestinal obstruction. There
is usually constipation, but sometimes diarrheea; there ma
be fulness or swelling in the epigastrium, but no genera
listension or any signs of the presence of gas in the abdgnJminal
2avity. The tenderness is mostly limited to the epigastric
region. Fever is inconstant, and with the collapse the tem-
perature falls B e % T o T seiein-ag parly ag the
gpeerml day, more commonly on the third or fourth.

The last point to be considered is the treatment, about
which there is little to be said. We have no means of con-
trolling an acute internal infective inflammation ; we can only
aim at counteracting the effects and obviating the tendency
to death.

p fatal collapsein these cases is probably to be atir ]
to interiefemee—with-the fonctions of the—grent-syMmpathetic
ganglia and consequent vasomotor paralysis of the mesenteric
vessels and the draining into them of a large part of the
blood, together with cardiac inhibition, and the only chance
would be to tide the patient over this dangerous period and
give time for the inflammation to subside orbecome limited ;
in the suppurative or even the gangrenous form this appears
to take place. We must then use those means which are
usually employed to combat collapse, aleoholic stimulants
administered by the mouth or rectum, hypodermie injections
of ether and strychnine, morphine to relieve pa.i.ﬂ_ ; we miﬁl't
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AP + protease inhibitors
AP + cytokines

120

100 -

ol

Vv A A0
R

Q)Q (-0‘1, ‘bb‘ ‘b‘b S O 3
N N

& '\q’%%"%b‘% @Vq@q‘b@oo“‘o@@'@@
U S SN SRS S S S S

‘bQ)Cb
N N N A M A N RN DR







Eukaryotic cell

Sepsis Trauma

PAMPs E ; J f DAMPs

Formyl Bacterial | | Mitochondrial Fﬂrm!fl
pephdes DMA DMNA peptudes

Mitochondrion

Neutrophil
chemotaxis

Acute lung injury



L1 fFia
IL6 IFMy
IL&8|IFNa
L1
IL-1
IL-15
IL-14

IL-2IL-1B
L IL
IL-6 IF Mg
IL-8 IFME
L-8 IFhby

IL-10

NG



Bile duct

Pancreatic enzymes

. Lipase
Pancreatic duct CItOkIneS Amilase
TNFa Trypsin
IL-1B Phospholipase
IL-4
mg?r:grs E:J?ﬁa obstructed ”—'6
IL-8
IL-10 :
IL-11 Chemokines
. _ 1L-18 MCP-1
Eicosanoids IL-22 CINC
75t RANTES
LTB4 Free radicals
TXA2 XOD / O,
PGI2 NO

15dPGJ2



Inflammatory
Stimulus




NF«xB en macrofags
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Inflammation & Allergy - Drng Targers, 2000, Vol 8, Ne. I 21

Fro-Inflammarery Melecules and Plharmacological Agenrs
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Kupffer cells
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Kupffer cells
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Fig 4. Serum levels of TNF-a. Induction of pancreatitis results in an
increase in serum levels of TNF-a. Kupffer cell inhibition with
GdCly abolishes the increase of serum levels of TNF-a.

Folch et al. Dig. Dis. Scienc. 45, 8:1535-1544 (2000)
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PLASMA LEVELS (arbitrary units)
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Pro-inflamatory Cytokines : stimulate the immune system

INF-y IL-12

Anti-inflamatory Cytokines : supress the immune system
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Pharmacological treatment of acute pancreatitis: Overview of drugs tested in animal experimental models and clinical trials

Name Mechanism Effect in animal models Result in human trials
Somatostatin Inhibition of pancreatic secretion No reduced mortality No reduced mortality
Octreotid Inhibition of pancreatic secretion No effect (divergent results)  No reduced mortality
Gabexate mesilate Protease inhibitor Reduced histology score Maybe reduced mortality
N-acetyl-cysteine Reduction of oxidative stress Reduced severity No reduced mortality
Nitrogen oxide Improvement of micro-circulation Reduced edema No published trials
Steroids Non-specific anti-inflammatory Reduced mortality No published trials

PAF inhibitor Specific anti-inflammatory No reduced mortality No reduced mortality
Antibiotics Antibacterial - Reduced mortality

Probiotics Prevention of colonization of the gut - No reduced mortality
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