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Author/year site Prognosis
(surv)

Lyoid et al./1998 CRC mod diff
Grabowski et al./2001 CRC stage lll/IV
Grabowski et al./2002 CRC undiff.

Brenner et al./2004 Gl tract-SCC
Schwandner et al./2007 Rectal cancer

Eren et al./2004 Gastric-
adenocarcinoma

Tezel et al./2000 pancreas

CRC-= colorectal cancer

not influence
poor

poor

poor
not influence

not influence

better




Primary Rectal Cancer and NE
differentiation

~

+ Correlated to ki-67 expression, 89,5% of CgA+ tumors
showed a concurrent high ki-67 of more than 40% of cells

J
™
Schwandner et al.
Chir Gastroenterol 2007
&
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Primary Rectal Cancer and NE
differentiation

Variables Categories Incidence of distant recurrence p value
(without local recurrence) (chisquare)

Tumor stage?® UICCI 0(0%)

UICCII 2(6.1%) 0.03

UICCIII 4(12.9%)

UICCIV 2(66.7%)
Depth of invasion® pT1+2 0(0%)

pT3+4 8(13.8%) 0.04
Preoperative CEA® normal 4(6.8%)

increased 4(28.6%) 0.02
CgA negative 4(5.9%)

positive 4(23.5%) 0.02

1Also statistically significant in multivariate Cox regression analysis.
bPatients without available CEA level not included.

Schwandner et al.
Chir Gastroenterol 2007

Conclusions:

NE markers did not show any relation with survival prognosis
The expression of the CgA seems to have a prognostic impact

for the incidence of methachronous distant recurrence.
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Male-femnale ratio G';' talt
Incidence &;,",‘o,meﬁmn
malgnancies
Location in the gastrointestinal tract®
Esophagus 290 53.3
Stomach 60 11.0
Colon 70 13.0
Rectum 40 7.3
Gall bladder 46 84
Pancreas 21 3.9
Ampulia of Vater 8 1.1
Common bile duct 3 0.6
Liver 7 1.3
Small bowe! 1 0.2
Total 544 100.0
Reported risk factors, specific locationt Smoking fesophagus,
pancreas)
Alcohol (esophagus)
Adenomas
(colorectum)
Ulcerative colitis
(colorectum)
Achalasia
fesophagus)
Choledochal cyst
Wiliary tract)
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Endocrine differentiation induced by
chemotherapy and Radiotherapy in Gl cancer

. Shia et al.The Am J of Surg Path 2002
® 53 cases of rectal adenocarcinomas

treated with radiotherapy (33 with
chemotherapy (20 cases without)

" The proportion of Cg+ cells ( >=20%) was
significantly associated with the extent of
treatment response ( p=0.0005)

" Tumors treated with both chemoherapy
and radiotherapy were more likely to have
abundant Cg + cells compared with tumors
treated with radiotherapy alone (p=0.0004)

Conclusions:

The extend of endocrine cells after neoadjuvant CT-RT appears
proportional to the degree of treatment response, reflecting the relative
resistance of low proliferating NE cells to conventional antiblastic therapy



Endocrine differentiation induced by
chemotherapy and Radiotherapy in Gl cancer

Retrospective study
_ Tsung-Teh Wu Cancer 2006
= 83 Pts with oesophageal or

oesophagogastric junction adenocarcinoma

" Qverall Surv (p=0.045) and Disease—free
surv(p=0.03) in 73 Pts with residual tumour after
preoperative CT-RT were significantly better for
Pts who had residual tumor without NE diff

Conclusions:

NE diff in residual tumor was a prognostic factor of worse DFS
independent of pStage and extent of residual tumor









Linnoila et al /1994 NSCLCI not influence

Sundaresan etal /1991 NSCLC not influence

Berendsen et al/1989 NSCLC (>50%+ Negative
tumor cell)

*Howe et al./2005 NSCLC Not

infliiAanAan

Hiroshima et al./2002 NSCLC (10 or Negative
>10 + cells)

Jungrithmayr et al./2006 NSCLC Negative

NSCLC= Non small cell Lung cancer
*non association between NE markers and response to chemotherapy
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BioMed Central

Research
Neuroendocrine differentiation and neuroendocrine morphology as
two different patterns in large-cell bronchial carcinomas: outcome
after complete resection

Wolfgang Jungraithmayr*!, Gian Kayser2, Bernward Passlick! and

Stephan Eggeling!

Patient M/F Age Stage Resection Follow-up (Months)  Postoperative Diagnosis Status

I M 4| B LLI 60 LCCNM t intrapulmonary recurrence *
2 M 57 IB LLr 96 LCCNM Disease-free

3 M 76 IB LLI 30 LCCNM t intrapulmonary recurrence *
4 M 74 A ULr I LCCNM t intrapulmonary recurrence *
5 M &l 1A S4/51 18 LCNEC Disease-free

6 M 66 IB  Pneumonectomy | 26 LCNEC T distant metastases

7 M 75 1A ULl 24 LCNEC Disease-free

8 M & IB LLI 20 LCNEC 1 brain metastases

9 M 70 B Pneumonectomy r 12 LCNEC 1 bone metastases

10 F 58 v uLl 20 LCNEC 1 bone metastases

1 M 2 1A S8r 19 LCNEC Disease-free

12 M 57 ne Bifurcation 2 LCNEC Disease-free

M = male; F = fermale; LL = lower lobe; UL = upper lobe; | = left; r = right, § = segment; 1 = deceased; * = intrapulmonary metastases.

Conclusions:

Large cell neuroendocrine carcinomas of the lung show aggressive behavior with a
poor prognosis. Expression of NE markers reduce tumor-free interval

As well as survival and might influence the site of metastases




Neuroendocrine differentiation in pure type
mammary mucinous carcinoma is associated
with favorable histologic and
immunohistochemical parameters

Gary MK Tse', Tony KF Ma? Winnie CW Chu?®, Wynnie WM Lam?, Cycles SP Poon* and
Wing-Cheong Chan®

Gary et al. M pathology 2004
Coady et al .Histopath 1989
Scopsi et al. Am J Surg Pathol 1994
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Treatment Dosage and application Duration of Numberof Results References*
treatment patients
Octreotide 100 pg tds, increasing to 500 ug 37 daysin = 18 Flushing improved m 4 of 5 patients, diarrhoea m N
tds s.c. 11 patients, 2 of 9 patientz. Antisscratory effect of hugh dose [104]
60 days in octreotide on plazma caleitonin levels m some patients
7 pats
Octrectide 1.5-2 mg daily by pulsatilesc. Upto 14 3 In 1 patient. inttial slight response then treatment Mahler [105]
myection months meffactive. In 2 others, caleitonn levels decreased to
-50% of pre-reatment levels. Diarrhoea mmproved
Octrectide 4mgduly sc. Rmofhs 6 Ne Colorctal carcinoma—predomnant SSTR expression: SSTR1, SSTR2*
Octreotide plus 150 pg daily for 6 months and 12 months 8 CEA levels decreased 1n all patients, no changes m Lupoh [107]
IFN-a-2b subsequently 300 pz daly for size of metastasis wers observed
another 6 months s.c.

"By first author [ref. no.].

Small c2ll hing cancer—predominant SSTR exprassion: SSTR2*

Treatment Dozage and apphication Duwati
tion of Numb 9
o S = of p Resu!t:. References”
w& ’.’ 259 medalyz e Not stated p ;;0 ﬂ'}l&me of antitumour activaty Macauley [65]
- ~ - o
Lumeotide 2-10Smgdiyasaddh 28 days 18 [ e Anthony [53]
continous mfizion No evidence of antitumonr activity Cotto [66]
Octreotide 200 g tds = '
: 1 week 13
, Octreotide 12 effactive i reducing Sore
Lanreotide 2 mg 1d; 2 Unnil progression 18 Dewroenolase levels = [17]
No pazent responded to Teatment Marschke [67]

i roReubzetzI. [12]
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Pancreatic cancer—pradominant SSTR expression: no clear pattem®

The data do not usty 10fSST
as antneopastc agents ousice ofcirica il




NE differentiation in prostate cancer and
role of somatostatin analogues

Vashchenko et al. European Urology 2004



Cancer Therapy Vol 3, page 159

Cancer Therapy Vol 3, 159-166, 2005

Role of somatostatin analogues in the treatment of
androgen ablation-refractory prostate

adenocarcinoma
Review Article

Alessandro Sciarra*, Gianna Mariotti, Anna Maria Autran Gomez, Franco Di
Silverio

Department of Urology, University La Sapicnza. Rome, Italy
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