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Heilige Allianz (Holy Alliance)

Kaiser Alexander |. von Russland
Kaiser Franz I. von Osterreich
Konig Friedrich Wilhelm 1ll. von Preul3en

Alliance of Prussia, Austria and Russia after
defeating Napoleon Bonaparte, signed in 1815




Switzerland joined the Holy Alliance
in Bern in January 1817, 200 years ago

Bern 1817

Switzerland joined the
Holy Alliance

in Bern

on January 27, 1817

Grilarung iiber die Jujtimmung der Sdweizerifden Eidaenofjenidait
3u dent Grundidsen deg britderlidien und driftlidien Bundes, vom 27.
Jenner 1817,

Die Sdvergerifhe Eidgenoifenidaft, weldie von Sr. Maj. dem Kaifer
aller Jeufen cingeladen worden ijt, dem zu Pariz am 26./14. Herbii-
ntonath 1815, aivijden Sr. Waj. dbem Katjer von Rubland und JI. VL. de,
Katfer von Lejterreidh) und dem Kdnig von Preupen abgejdilojfenen
britverlichen und drijtliden Biindnijfe beyzutreten, Huldigt dem religivjen
und moralijden Geijt diefes Lertrages, deffen erhabener Bwed dabin qebt,
ven Frieden und dad Gliid der Volfer zu fidern. DTie Sdpveizer, den
Grundfagen Jhrer Bater getreu, tragen eben fo viel Adtung fiir die
Redte anderer Staaten, und lajjen fidh) eben jo angelegen feyn, mit allen
dad befte Ginverftandnid zu unterhalten, ald Sie jelbft auf den rubigen
Genup der Frepbeit, der Unabbangiafeit und der Jhnen jo widtigen
Neutralitat, welde die leften eurobaijdien Staatzverhandlungen Jhnen
newerdingd 3uficherten, den grokten Wert legen. Tie Cidgenofjenidaft,
toeldie in dem Bunded-Vertrag der Ullerhodften Hofe, wovon Se. Maj.
ner fatfer von RuBland fie in Fenntnid jepen lieh, eine neue Gewdbhr-
[eiftung diefer fiir Sie unjddgbar qroben Giiter findet, ftellt die Crfla-
rung aud: dap aud) Sie die Grundidge diefed Viindnifjed alg vorziiglich
beilfam und unentbebrlidh fiir dag Glitd der Nationen anerfennt, und
daf &ie biejelben Jhrerieits nad) bem wahren Geifte der driftlichen Re-
[igton, die den Regierungen jowobl ald den eingelnen Menfjden Gerechtia-
feit, Cintradt Jupdees eiftge Miebe aur Lylid Tegotren beobadjten
wird.

Du dejfen Urfunde Baben TWir Sdhultheif und Rathe der Stadt T
Republif Bern, alé Cidgendifijder Vorort, gegriindet auj die verfafjungs-
magige Juftimmung bder Stande der Eidgenoffenidaft, Gegenvdrtiges
unterzeidinen und befiegeln laffen, in Bern den 27. Jenner im Jjabr ein
Taufend adit Hundert und fiebzehn.

Sdultheif und Rdthe der Stadt und Republif Bern,
al3 Eidgenoifijder Lorort und in deren Nameys
Der Amtsidulthei

‘ﬁ-uvu -a\Ee IEIT.IDI]I.
Der Kangler der Eidgenoffenidaft,
Moufjon.




Immunosuppression and Surgery
in Crohn’s Disease

Surgery in Crohn’s disease

Safety of peri-operative immunosuppression

Efficacy of immunosuppression preventing
postsurgical recurrence of Crohn’s disease

Role of biomarkers predicting the postsurgical
recurrence of Crohn’s disease
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Ginzburg, until his death ;n the 1990s,
referred to ileitis as Ginzburg'’s disease !

New York 1932



Therapy of Crohn‘s disease in 1932
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Roentgenogram of the barium meal given by mouth, show-

ine recional ileitis. Note the extent of the strictured area.

JAMA 1932; 99:1323-1329.

“Medical treatment is
purely palliative and
supportive...

...the proper approach to
a complete cure is by
surgical resection of the
diseased segment..."”

B. Crohn:
83th Annual Session of the

American Medical Association
New Orleans, May 13, 1932.




Largest study ever undertaken regarding
the CD phenotype: At least two thirds of patients

will develop a stricturing or penetrating phenotype

19,713 Patients with

— Inflammatory (B1)
Crohn's disease

— Stricturing (B2)
— Penetrating (B3)
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Time after diagnosis of Crohn’s disease (years)

Cleynen | ... Brand S et al. Lancet 2016;387:156-67.



When surgery in IBD?

- Fibrostenotic strictures

- Very severe perianal fistulizing CD
(protective ileostomy)

- Colorectal carcinoma, high-grade
dysplasia

- Toxic megacolon
eIl IS I Ie S8 - Refractory ulcerative colitis

- Abscess




Are there alternatives to surgery?

- Fibrostenotic strictures

- Very severe perianal fistulizing CD
(protective ileostomy)

- Colorectal carcinoma, high-grade
dysplasia

- Toxic megacolon
Il CIeIf S8 - Refractory ulcerative colitis

- Abscess




Ballon dilatation for
stenotic Crohn's disease




Are there alternatives to surgery?

- Fibrostenotic strictures

- Very servere perianal fistulizing CD
(protective ileostomy)

- colorectal carcinoma, high-grade
dysplasia

- Toxic megacolon
LIl CIeIf B8 - Refractory ulcerative colitis

- Abscess




“Ubi pus ibi incisio et evacuo®

Hippocrates
(460-377 BC)




CT-guided abscess drainage




CT-guided abscess drainage




Summary (1):
Surgery in Crohn’s Disease

« Approximately 50% of CD patient still require surgery
(mainly ileocecal resection)

« Postoperatively, there is a high recurrence rate of CD




Immunosuppression and Surgery
in Crohn’s Disease

Surgery in Crohn’s disease

Safety of peri-operative immunosuppression

Efficacy of immunosuppression after surgery in Crohn’s
disease

Role of biomarkers regarding the prediction of
postsurgical recurrence of Crohn’s disease




Problem of current immunosuppressive
therapy: unspecific, resulting in increased
rate of opportunistic infections

AZA/
6-MP

Corticosteroids

L~ _—




Preoperative corticosteroids and
postoperative complications

AZA/
6-MP

Corticosteroids Corticosteroids




Meta-analysis of postoperative complications
with preoperative corticosteroids: Increased risk

Steroids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight, % M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

4.3.1 Medium risk of confounding

Bruewer 2003 13 24 1.39(0.74-2.60) [
El-Hussuna 20127 13 1.77{1.00-3.13) [
Rizzo 201132 8 ; . 1.22(0.51-2.94) T
Tay 2003 7 6 : 1.20{0.39-3.68) T
Subtotal (95% CI) 1.45(1.01-2,08) ’
Total events 51
Heterogeneity: y2=0.75, df =3 (p = 0.86)
Test for overall effect: Z = 2.01 (p =0.04)

4.3.3 High risk of confounding

Aberra 2003 %' 16 5 4.86 (1.50~15.70)
Bafford 2012 12 21 1.51(0.91-2.51)
Colombel 2004 2 18 1.33 (0.80-2.20)
Myrelid 2009 2% 8 131 (0.59-2.90)
Nasir 2010 2% 2 0.41(0.09-1.97)
Post 1991 1 16 265 11.17(0.68-184.22)
Subtotal (95% Cl) 1.62(1.19-2.19)
Total events a1

Heterogeneity: 32 =9.07, df =5 (p=0.11)

Test for overall effect: Z = 3.10 (p = 0.002)

Total (95% ClI) 1.55(1.23-1.95)

| 123

Heterogeneity: ¥2 = 9.66, df =9 (p = 0.38); 12 = 7% J

0.2
Test for overall effect: 7 = 3.67 (p = 0.0002) y
Favors steroids Fawvors control

URE 3. Meta-analysis of postoperative infectious complication with and without preoperative corticosteroid. M-H = Mantel-Haenszel.

Ahmed Ali U et al. Dis Colon Rectum 2014;57:663-74.




No maintenance therapy with steroids!
Side effects of steroids

Humaninsulin
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Meta-analysis: S\ il
Steroids do not prevent flare of Crohn‘s disease & v /v
Steinhart AH et al. Cochrane Review 2001 ~ N




Thomas Addison((1855)
On the constitutional and local effects of
disease of the supra-renal capsules




Long-term treatment with steroids results in
adrenal insufficiency: Stress dose during surgery

First report of iatrogenic adrenal insufficiency (1952)

High-dose or ,,stress-dose‘ glucocorticoids in the
perioperative period (1953)

Manaaement of adrenal insufficiency during surgery
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The data on three of these patients are being
presented in this paper to illustrate the meth-
ods whereby we managed the problems.

One patient had been receiving intensive
hydrocortisone therapy for rheumatoid ar-
thritis when he developed acute appendicitis.
A second patient had suppressed adrenocorti-

cal function produced by cortisone therapy

far nemnhione and he reanired an elective



Cast 3.—FExample of a Patient with Ad-
renal Insufficiency Due to Addison’s Disease
Requiring Elective Surgery §

A man 37 years of age had Addison’s disease
for seven years. He had been managed fairly
successfully for several years on a program of
desoxycorticosterone acctate pellets of 150 mg.

mplanted every three months and cortisone m
doses of 25 mg. daily orally. Owing to a back
njury, he had a great deal of pain which inter-
fered with his daily routine. Orthopedic consulta-
tion suggested that he might be helped by a lumbo-
sacral fusion together with a sacroiliac fusion.
Because of the severe degree of trauma involved
in these operations and because of the patient’s
adrenocortical insufficiency due to Addison’s dis-
ease, it was deemed dangerous to proceed with
these operations. However, since this young man
would become incapacitated without surgical inter-
vention, it was decided, reluctantly, to perform the
operations by doing the two different procedures
at different times if necessary and by having a
team versed in endocrinology and surgical physi-
ology help in the management of this patient before,
during, and after the operation.




U.S. American presidents:

susceptible to IBD

d

Dwight D. Eisenhower John F. Kennedy
34th U.S. President 35th U.S. President
Crohn‘s disease, ileal stenosis: 1934 chronic colitis (DDx:
1956 lleotransversotomy UC) diagnosed at Mayo Clinic
Addison disease 1947
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March 20, 1953

Re: Senetor John Kennedy
16789

March 20, 1953

Dr. Willlen P. Herbet Jr.
1201 Eye Strest N.W.,
Weghington 6, D. C.

Addison‘s disease which
was first discovered and
treatment instituted in

October of 1947...

Desar Dr. Herbst:

I heve recently suggested to Senator John Kemnedy of Bostonm, Mmss.,
that he consult you sometime in the nezr future and wented to glve you a little

of the beckground.

Senator Kernedy hes been & pctient of the Lehey Clinlc et intervals
since 1936, and has hed quite a variety of conditions. The most serious of these
has been Addigon's disesse which wes first discovered and trestment instituted
%iﬂ. He hep been #oing well in regard to this condition. He

B 2 recurrent beck pein. A hernisted intervertetrel disc, L-5, wes
removed in 1944, by Dr. Jemes Poppen.

Vhen he vas in Boston last yeek, his medical condition was checked by
Dr. Elmer Bartels who ham besn following his_Addipon's digeese since it was first
discovered, He falt thet he was getting along satisfactorily and plans to
implant further pellsts of Doca on April 10th. Hs is taking cortlsone deily.

..his Addison‘s disease..
He is taking cortisone
daily...

With best wishes, I remsin

- 9{

Vernon 8. Dick, M. D.




“I never had the matter
to which you referred,
Addison disease.**

New York Times, November 10,
1960, p. 37.

BY CLOSE MARGIN:
L APILs FIUHT FOR WOHLD PREEDON:
 BISENHOWER OFFERS ‘ORDERLY TRANSITION



