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Quell’anemia che...
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Chi era il paziente?



Diagnosi di accettazione (29 Luglio 2006):

* Sepsi da verosimile colangite in
portatore di protesi biliare per K
pancreas

* Angina pectoris da discrepanza
(anemizzazione? Tachicardia?)



73 aa coniugato, abita con la moglie, ha
quattro figli viventi.

Scolarita elementare, ex operaio ora in
pensione.

Familiarita per malattie cerebrovascolari.
Integrita funzionale e cognitiva.



Comorbilita

AdenoCa del pancreas (diagnosi nel mese di
Aprile 2006: posizionata endoprotesi biliare; lll
cicli di CHT neoadiuvante con Gemcitabina,
ultimo trattamento 29-6-06)

Anemia multifattoriale
Angina pectoris da sforzo a soglia media

Ipertensione arteriosa sistemica grado 1 e
rischio aggiuntivo molto alto

Diabete mellito tipo 2 in terapia insulinica
Aterosclerosi carotidea



Storia antecedente
Aprile 2006:
Accesso DEAS per ittero colestatico:

CA 19-9: 2886 (<37U/ml)

TC ADDOME Aprile 2006
Indagine condotta con tecnica spirale.

* Lesione che occupa la testa ed il corpo del pancreas con parziale
estensione verso il tratto prossimale della coda (atrofica).

* Stretto contatto con I’estremo prossimale della vena mesenterica
superiore (pervia) e con I’oliva portale che risulta parzialmente
avvolta dalla lesione.

* Stretto contatto con l'origine dell’arteria epatica dal tripode celiaco.

* Pervia I’arteria mesenterica superiore sin.



COLANGIO-WIRSUNGRAFIA RETROGRADA (Aprile 2006)

Impianto di endoprotesi biliare.

CITOLOGIA: AdenoCa duttale.
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Staging

Table 1

American Joint Committee on Cancer (AJCC) Distant Metastasis (M)
THM Staging of Pancreatic Cancer (2002)

Because only a few patients with pancreatic cancer undergo

MX Distant metastasis cannot be assessed
MO Mo distant metastasis
"M1 Distant metastasis

surgical resection of the pancreas (and adjacent ymph nodes), a
single THM classification must apply to both clinical and pathologic

staging.
Stage Grouping
Primary Tumaor (T) Stage 0 Tis MO MO
TX Primary tumor cannot be assessed Stage 1A T4 [ ] MO
TO Mo evidence of primary tumor Stage |1B T2 NO MO
Tis Carcinoma in situ® Stage 1A T3 MO MO
T1  Tumor limited to the pancreas, 2 cm or less in greatest Stage IB T M1 W]
dimension T2 M1 MO
T2 Tummor limited to the pancreas, more than Z cm in greatest T3 M1 T
dimension

Stage I T4 Any N MO

T3 Tumor extends beyond the pancreas but without invohlement of
o P Stage IV AnyT  AnyN M1

the celiac axis or the superior mesenteric artery

T4  Tumor imvolves the celiac axis or the superior mesenteric U=zad with tha parmission of the Amancan Joinl Committaa on Cancar

artery (unresectable primary tumor) (AJCC), Chicago, llinois. The original and primary source for this

irfarmation is tha AJCC Cancar Staging Manual, Sixth Edition (2002)

IR ; . - ; , publizhad by Spangar-Vearlag Naw York. (For marainformation, visit

This alzo includes the “Paninlll® classification. www cancarstacing nat ) Any citation of quotation of this material must be

cradited to tha AJCC as ils primary sourca, Tha inclusion of this infommation

harain doas not authoriza any rausa or furthar distribution without tha

axprassad, wattan pamission of Springar-Varlag Mew Yok, Inc., on bahalf

NX Regional lymph nodes cannot be assessed of tha AJCC.

Regional Lymph Nodes (M)

N1 Regional lymph node metastasis STAGING CONMTINUED ON ST-2




TC addome 25 Luglio 2006
* Endoprotesi biliare.

* Riduzione volumetrica della lesione solida eteroplastica segnalata
nella testa del pancreas (1,5 — 2 cm nel piano assiale).

* Retrodilatazione del Wirsung.
* La lesione circonda I’oliva portale stenotica, ma ancora pervia.

* Pervi il sistema venoso spleno-mesenterico-portale e la vena cava
inferiore.

* Non macroadenopatie.
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Staging

Table 1

American Joint Committee on Cancer (AJCC) Distant Metastasis (M)
THM Staging of Pancreatic Cancer (2002)

Because only a few patients with pancreatic cancer undergo

MX Distant metastasis cannot be assessed
MO Mo distant metastasis
"M1 Distant metastasis

surgical resection of the pancreas (and adjacent ymph nodes), a
single THM classification must apply to both clinical and pathologic

staging.
Stage Grouping
Primary Tumor (T) Stage 0 Tis MO rAD
TX Primary tumor cannot be assessed | 5::»3 A T1 MO 1 [n]
TO Mo evidence of primary tumor Stage |1B T2 NO MO
—Lis. Carcinomaio sitys Stage IlA T3 MO [N
T1  Tumor limited to the pancreas, 2 cm or less in greatest Stage IIB T1 M1 MO
dimension T2 M1 MO
T2 Tumor limited to the pancreas, more than 2 cm in greatest Ta N MO
dimension

Stage I T4 Any N MO

T3 Tumor extends beyond the pancreas but without invohlement of
o P Stage IV AnyT  AnyN M1

the celiac axis or the superior mesenteric artery
T4 Tumor invalves the EEIFE axiz or the superior mesanteric zad with tha parmission of tha Amarnican Joint Committaa an Cancar
artery (unresectable primary tumor) (AJCC), Chicago, llinois. The original and primary source for this
irfarmation is tha AJCC Cancar Staging Manual, Sixth Edition (2002)
IR ; . - ; , publizhad by Spangar-Vearlag Naw York. (For marainformation, visit
This alzo includes the “Paninlll® classification. www cancarstacing nat ) Any citation of quotation of this material must be
cradited to tha AJCC as ils primary sourca, Tha inclusion of this infommation
: harain doas not authoriza any rausa or furthar distribution without tha
Regional Lymph Modes (N
g yme (N) axprassad, wattan pamission of Springar-Varlag Mew Yok, Inc., on bahalf

i ssed of tha AJCC.
0 Mo regional lymph node metastasis

N1 Regional lymph node metastasis STAGING CONMTINUED ON ST-2




Riduzione del CA 19.9 (521— 258)

In considerazione dell’efficacia della PKT
neoadiuvante, e della valutazione oncologica
che da una prognosi superiore a sei mesi, Si
richiede valutazione cardiologica per
coronarografia ed eventuale stenting (che
permetterebbe al paziente di essere
sottoposto ad intervento chirurgico).



ECO-Cardiogramma da Sforzo: test
sottomassimale con scarso incremento
cronotropo (da B-bloccante? da malattia
ischemica plurivasale?).

Coronarografia: malattia trivasale (senza stenosi
critiche).



Valutazione CCH: Coronaropatia trivasale.

In considerazione della gravita del quadro npl con
indicazione ad intervento sollecito e della non criticita
delle lesioni a carico dei vasi coronarici principali, non
si ritiene indicato trattamento di rivascolarizzazione.



8 Agosto 2006:

Consulto con oncologo, chirurgo, anestesista; si
propongono al paziente e familiari le possibili
opzioni terapeutiche e i possibili rischi (IMA,
ictus...).

Il paziente opta per procedura chirurgica.



Valutazione anestesiologica: Rischio anestesiologico
nettamente aumentato. Si accetta quindi il paziente con
definizione ASA 4 (rischio molto elevato: grave malattia
in atto con pericolo di vita), previo colloquio informato
ed esplicito con il paziente ed i parenti riguardo le
possibili complicanze intra e post-operatorie.
Indispensabile verifica posti letto in TIP.

Paziente dimesso; previsto ricovero dopo 7 giorni in
Chirurgia.



Diagnosi di dimissione:
- AdenoCa del pancreas (Diagnosi Aprile 2006;
endoprotesi biliare e CHT neoadiuvante con Gemcitabina)

* Colangite acuta

* Anemizzazione multifattoriale (eseguita emotrasfusione
di 4 Unita di Emazie)

* Angina da discrepanza in coronaropatia trivasale

* Ipertensione arteriosa sistemica grado 1 e rischio
aggiuntivo molto alto

 Aterosclerosi carotidea

* Diabete mellito tipo 2 in terapia insulinica



Ricovero previsto presso I’'Unita di
Chirurgia Generale 16 Agosto 2006



Benessere dalla dimissione dal
nostro reparto (8 Agosto 2006).

14 Agosto 2006: accede al DEAS del nostro
ospedale per la comparsa nella notte febbre
(T 39 °C) con brividi scuotenti e vomito

alimentare.



Ricovero in geriatria

Sepsi da

Colangite acuta
AdenoCa del pancreas
Coronaropatia trivasale



16 Agosto 2006 Trasferimento in
Chirurgia



Dal 17 al 20 Agosto stazionarieta
clinica

Es Ematici: Hb 12.10, Bil.Tot 1.49, AST
45, ALT 69, ALP 1068, Gamma-GT 1109,
CA 19-9 1164 (ultimo valore 258)

Emotrasfuse 2 unita di E.C



21 Agosto 2006: Intervento chirurgico

Laparotomia esplorativa. Idrope della
colecisti (eseqguita colecistectomia).
Estesa infiltrazione neoplastica del
tripode celiaco sino all’ilo splenico, con
infiltrazione dell’oliva portale. Esame
istologico estemporaneo (Adenoca).



Regolare decorso clinico postoperatorio.

In data 29 Agosto 2006 dimissione dal
Reparto di Chirurgia e controllo
programmato dopo 15 giorni presso
Oncologia (V.O.: non ulteriori indicazioni
a PKT in considerazione della diffusione
della malattia e del peggioramento del
Performance Status).



Follow up

Paziente € deceduto dopo un mese dalla
dimissione dal reparto di Chirurgia.



L’iter diagnhostico-terapeutico
nelle linee guida



Guidelines for the management of patients with
pancreatic cancer periampullary and ampullary
carcinomas

Pancreatic Section of the British Society of Gastroenterology, Pancreatic Society of
Great Britain and Ireland, Association of Upper Gastrointestinal Surgeons of Great
Britain and Ireland, Royal College of Pathologists, Special Interest Group for GGastro-|

Gut 2005;54(Suppl V):v1-v16.




¢ Clinical presentation suggesting cancer of the pancreas
should lead without delay to ultrasound of the liver, bile
duet, and pancreas (grade B).

e When the diagnosis of pancreatic malignancy is
suspected from clinical symptoms and/or abdominal
ultrasound findings, the selective use of computerised
tomography [CT), endoscopic refrograde cholangio-
pancreatography (ERCP), and/or magnetic resonance
[MR), including magnetic resonance chelangiopan-
creatography (MRCP) and occasionally magnetic
resonance angiography [MRA), will accurately deline-
ate tumour size, infiltiration, and the presence of
mefastatic disease in the majority of cases (grade B).

® ‘Where avdilable, endosonography and/or laparo-
scopy _with laparoscopic ulirasonography may be

appropriate in selected cases (grade B).

Work up of patient with suspected pancreatic cancer.



Guialines Indax

I Oncalogy —v2s00s | Pancreatic Adenocarcinoma “Sinistiee:

CLINICAL WORKUP
PRESENTATION

« Surgical consultation

« Consider endoscopic Surgical candidate

ultrasonography (EUS)| ——* See PANC-2
s Liver function tests

« Chest x-ray
Mass in
pancreas
on imaging
.‘ll Metastatic R
disease e PANCD

Clinical suspicion of
pancreatic cancer or
evidence of dilated

Dynamic-
—* | phaseo

apiral CT » Liver function tests

If studies are consistent

duet (stricture) I"., + Che st x-ray : :
Mo . with pancreatic cancer,
| . » EUS and/or endoscopic ; L
\ metastatic| —= retrograde — 4 | surgical consultation is
'.* discase cholangiopancreatography recommendation
- P See PANC-2
([ERCP) as clinically indicated
Mo mass in
pancreas
on imaging
Metastatic
* Sog PANCD

discase
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CLINICAL WORKUP TREATMENT
PRESENTATION
=200 Adjuvant
. Treatment
Surgical —s and
Placemant of a resection P
temporary stent surveillance
PANC-4
Bions followed by (PANG4)
pns?ti:e + | necadjuvant # Laparctomy
chemoradiation
; d [category 3, for
Blopsy off clinical trial) Unresectable | Seo
+ Staging laparoscopy® at surgery * | Treatment
Yes—F| (category 3 for resectable, (PANC-T)
category 2B for borderline
resectable) ,
Soe Adjuvant
Resectableb® . Biopsy Treatment
or borderline Candu_!am fo negative —+ Laparotomy Surgical and
resectable b.e [—* neoadjuvant resection a_;ummmm
v chemo-
pundice, no radiation (PANC-4)
metastases Unresectable,
biliary bypass %
Resectable—— Laparotomy duocdenal bypass
Staging laparoscopy ™M category 2B for Seo
No —s |lCategory 3 for resectable, prophylactic —*| Ireatment
category 2B for borderline duodenal bypass) (BAMC-T)
resectable)
Unresectable *




Principles of surgery

* Decisions about diagnostic management and
resectability should involve multidisciplinary
consultation with reference to appropriate
radiographic studies to evaluate extent of
disease.

* Resections should be done at institutions that
perform a large number of pancreatic resections
annualy.



* Endoscopic ultrasound (EUS) may be complimentary
to CT.

* Diagnostic staging laparoscopy to rule out
subradiological metastases is used routinely in
some situations prior to surgery or chemoradiation,
or selectively in patients who are at higher risk of
disseminated disease, such as with borderline
resectable disease or poor prognostic factors (e.qg.
markedly elevated CA19-9 or large, bulky primary
tumor).



Criteria for resectability status

RESECTAELE

« HEADVBODY /TAIL
» Mo distant metastases
» Clear fat plane around celiac and superior mesenteric arteries
(SMA)
» Patent superior mesenteric vein (SMV )/portal vein

BORDERLINE RESECTABLE®
« HEAD/ BODY
» Severe unilateral SMVWportal impingement
» Tumor abutment on SMA
» Gastroducdenal artery (GDA) encasement up to origin at
hepatic artery
Tumors briefly imvalving the IVC
SMV occlusion, if of a short segment, with open vein both
proximally and distally (If the proximal SMV were occluded up
to the portal vein branches then it would be unresectable)
» Colon or mesocolon invasion
» TAIL
» Adrenal, colon or mesocolon, or Kidney invasion (category 2B)
» Preoperative evidence of biopsy fpositive peripancreatic lymph
node

¥ ¥




UNRESECTABLE

« HEAD
» Distant metastases (includes celiac and/or para-aocrtic) (category 2B)
SMA, celiac encasement
sMVportal occlusion
Aortic, Inferior vena cava (IVC) invasion or encasement
Invasion of SMV below transverse mesocolon
« BODY
» Distant metastases (includes celiac and/or para-aortic) (category 2B,
Body and tail lesions that have positive celiac andf/or paraaortic
nodes in close vicinity to the primary may also be borderline rather
than unresectable)
» SMA, celiac, hepatic encasement
» MV portal occlusion
= Aortic invasion
« TAIL
» Distant metastases (includes celiac and/or para-aortic) (category 2B,
Body and tail lesions that have positive celiac andf/or paraaortic
nodes in close vicinity to the primary may also be borderline rather
than unresectable)
» SMA, celiac encasement
» Rib, vertebral invasion

>
>
*
>




Practice Guidelines
in Oncology - v.2.2006

Pancreatic Adenocarcinoma
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Staging, MS, Rafarancas

CLIMICAL
PRESENTATION

WORKUP

Parmnane nt

Metastasis—=
stent”

Unresectable ) 2
after Biopsy,
laparoscopy ifnot

ar previously

laparotomy, done
jaundice

Mo |, Permanent
metastases | stent”

dailiﬁll“li"i Principles #1 and 3 (PANC-A).

!"SHH Principles of Radiation Thacapy (PANC-C).

"Randomizad cinical tnal data at this time ara inconclusiva,

[ aplps ; L.

EPatiants with a significant response to chamaradiation may ba
considarad far surgical resaction, although thara is no dafinitiva
v idanca at this bme to suppord this interdantion.

Good
performance| —=
status

Poor
performance| —*
status

Good
performance|—
status

Poar
performance
status

TREATMENT SALVAGE THERAPY
Clinical trial preferred Clinical trial
or ar
Gemcitabinel (category 1) Fluorinated
or — » |pyrimidine-based
Gemcitabine-based therapy!
combination therapy| Icategory 2B)

or

Best supportive care
Gemcitabine! (category 1) Soe NCCN Supportive
ar Care Guidelines

Gemcitabine-based combination

therapy! (category 2B)

ar

Best Supportive Care See NCCN Supportive Care Guidelines

Clinical trial
Clinical trial preferred or
or Fluorinated
Chemeoradiation"-k pyrimidine-based
+ additional chemotherapy therapy!
[gemeitabine-based)! —* | [category 2B)
or or
G&mcitabinej[categaw 2B) Best supportive care
or See NCCN
Gemcitabine based combination Supporfive Carg
therapy! (category 2B) Guidelines

Gemcitabinel (category 1)
or

Best supportive care

Sea NCCN Supportive
Care Guidelines

MlUnless biliary bypass pardomad at tima of laparacscopy or laparatomy.




Sarebbe stato possibile evitare la
laparotomia?



Le metodiche diagnostiche hanno la stessa
specificita e sensibilita?

TC

RM, AngioRM

CPRE

Ecografia (endoscopica, laparoscopica)
Laparoscopia



Sensivity and specificity of computed tomography
(CT), endoscopic ultrasound (EUS), laparoscopic
ultrasound (LUS) and introperative ultrasound (IOUS)
for staging pancreatic cancer.

Method Years Mean sensitrvity (Vo) Mean specificity (%)
T 2002, 2004 a0 99
EUS 1999, 2004 77 9
LUS 1999 T8 100
I0US 1993,1999 93 20

Surgical Oncology 2005;14:105-113.



Qual é I’attuale gold standard
diagnostico ?

Come evitare laparotomie inutili (in
particolare nei casi con elevata
comorbilita?)



Nuovi strumenti

* TC multi-slice

* (Laparoscopia)

 Ecografia laparoscopica



TC multi-slice

Molti software dedicati (pancreas
protocols, 3-D, multidetector, ecc)

Sensibilita = 90%, specificita = 99%
Immagini 2D e 3D ad alta risoluzione
NON operatore dipendente
Minimamente invasiva



Vascular involvement assessed by
CT scanning

Thomson BNJ et al. Br J Cancer 2006, 94: 213-217



.
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Fig. 1. A and B: High-resolution pancreatic protocol computed
tomography (CT) of normal pancreas and pancreatic cancer. (A)
curved planar reformation of the normal pancress with a normal
pancreatic duct (arrow). (B) Maximum intensity image demonstrates
pancreatic tumor (T)in tail of the pancress encasing the splénic artery
(arrow).




Fig 3. A and B: Pancreatic protocol CTs of unresectable pancreatic
carcinomas. (A) Minimum iniensity image ol a pancreatic tumor (T) in
the tail of the pancreas invading the body of the stomach (arrow).
(B} curved planar reformation of the superior mesenteric vein demon-
strating circumlerantial encasement




Ecografia laparoscopica

Non laparoscopia da sola! (Manca
valutazione tattile)

OPERATORE DIPENDENTE
Invasiva

Necessarie manovre chirurgiche per
uno studio accurato

Apparecchiature e personale dedicato



Ecografia laparoscopica - Tecnica

* Preparazione accessi (5 e 10 mm)

 Esame del fegato (segmento laterale sinistro,
lobo destro)

* Scansione trasversale del legamento
epatoduodenale

* Identificazione dell’arteria mesenterica
superiore, vena porta e vena splenica

* Esame del pancreas
* Tumore



Table 1. Value of staging laparoscopy in the staging of pancrestic cancer patients

Conlon [19], 199

Pletrabissa [75], 1999
Velatco [25], 2000

Jimenez [23], 2000
Schachter [20], 2000
Menack [61], 2001

Vollmer [38], 2002

Dioran [17), 2004
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Stefanidis D et al. Ann Oncology 2006, 17: 189-199
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Figure | Llaparoscopic ultrasound assessment of vascular nvasion. (A)
Fesectable tumour free from splenoportal junction. (B) Tumour invole-
ment of splenoportal junction. (€) Tumour involverment of the superior
mesenteric artery (BD — bile dudt, PD — pancreatic duct, SP — splenoportal
unction, SMA — superior mesenteric artery).
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ITER DIAGNOSTICO IDEALE

TC ad alta

Ecografia
definizione

laparoscopica

+ pancreas _ _ _
protocol nei casi dubbi




Molto importante

* Morbilita della resezione della testa del
pancreas: 10-45%

* Paziente con comorbilita significative

NECESSARIO EVITARE
RESEZIONI INUTILI !



Tuttavia....

* Esplorazione non vuol dire....
resezione!

* Non ci sono analisi precise della
morbilita legata alla SOLA
laparotomia...

* Laparotomia = palliazione chirurgica
(derivazione bilio-digestiva) ?



Tuttavia....

* Mancano studi randomizzati
* Studi eseguiti da centri specializzati
* Dati non uniformi

* Non ben chiara qualita dell’imaging
preoperatorio

 Studi cost-effectiveness molto limitati

* Mancano studi sulla qualita di vita dopo LUS
ovvero laparotomia



Punti di discussione conclusivi

* Valutazione oncologica iniziale al ricovero: prognosi
favorevole a 6 mesi.

* Ma il paziente aveva una importante comorbilita
cardiovascolare, pur con integrita cognitiva e funzionale.



Aspettativa di vita negli anziani

Anni da vivere

Uomini Donne
Ha 0 755 8 & DB 0 75 8 8 D
Risto 180 Y12 108 79 58 43 213 170 130 96 G38
Itamedo 124 93 67 47 32 23 157 19 86 59 39
Hagle 67 49 33 22 15 10 a5 68 46 29 18

Beadoh NOVBLIfE Ta s ittt Uhited Sates 1997,
AdgsasdfronVdita T CadComay KE. JANVAXDI2RS 77506

&

B

N

17



* Campanello d’allarme di esito infausto (?): variazione
CA 19-9 tra i due ricoveri 258 (GER) vs 1164 (CGE)
(ricordiamo tuttavia la presenza di colangite).

* Avrebbe avuto senso ripetere una TC con tecnica
spirale mirata alla valutazione della neoplasia?

* Il paziente e deceduto dopo due mesi dalla valutazione
oncologica (prognosi superiore a sei mesi)

* Lo stato funzionale ha portato ad avere un
atteggiamento piu aggressivo.

* La patologia neoplastica e risultata determinate
indipendentemente dallo stato funzionale.

Il paziente e deceduto per il tumore con la comorbilita



L’anziano robusto muore per il tumore (per questo motivo
tutto il work-up diagnostico e terapeutico e stato
finalizzato al controllo della malattia neoplastica)

(diverso sarebbe stato I'approccio in un paziente fragile
con la stessa malattia tumorale).



“.. Before | came here | was confused
about this subject. After listening to
your lecture | am still confused but at
a higher level..”

Enrico Fermi

1938 Nobel Laureate in Physics






