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Table 1. Baseline patient demographics and tumor characteristics

Patient characteristics

Mean age (range) (Y ears) 35(32-65)
Sex, % (No.)
Male 33% (2)
Female 67% (4)
Tumor characteristics
Phenotype of colorectal polyposiss % (No.)
Densc type 0% (0)
Sparse type 100% (6)
Tumor localization, % (No.)
Upper rectum 17% (1)
Rectosigmoid colon 17% (1)
Descending colon 17% (1)
Transverse colon 50% (3)
Distant metastasis*, % (No.)
Liver 100% (6)
Extra-resional lymph node 33% (2)

FAP, familial adenomatosis polyposis; and No, number.
*Some patients had more than one distant metastasis.
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Table 2. Clinicopathological characteristics in FAP patients with metastatic colorectal cancer

irati . et o . Survival
Case Age Sex Phenotype Locz‘;luauon Distant metastasis Sugery type Operation Chemotherapy Curative Recurrence Ekt{ACOIO?JC time  Outcome
of colon surgery manifestation
{month)
o g -+ .
1 35 Female Sparse  Transverse Liver, Omental Elective IRA, Partial hepatectomy mFOLFOX6+B Yes No Thyroid cancer  67.7  Survive
LN Omental i)mphddx.ncctmm' v
(DHartmann's op
2 65 Male Sparse Descending Liver Emergency @IRA, Partial mFOLFOX6 Yes No Gastriccancer  31.6  Survive
hcgsxt'cclumy
< ) - i o D IPAA CapeOX . Ovarian N ~
3 35 Female Sparse Rectosigmoid Liver Elective @Pasital hepatectomy UFT/UZEL Yes No foratoma 23.1  Survive
4 43 Male Sparse  Transverse Liver Elective . IBA mFOLFOX6 Yes Yes Desmoid tumor ~ 30.8  Sutvive
Left hepatic lobectomy

Liver, PALN, mFOLFOX6+B

5 32 Female Sparse Upperrectum Hepatic hilium  Emergency  Hartmann's operation v No - - 15.3 Death
LN FOII:FIRIJBV
. . . mFOLFOX6

2 F G g 7 - .
6 32 Female Sparse  Transverse Liver Elective IRA FOLFIRI+BY 0 14.6 Death

BV, bevacizumab; FAP, familial adenomatosis polyposis; IPAA, ilealpouchi anal anastomosis; IRA, ileorectal anastomosis; LN, lymph node; PALN, para-aortic lymph node.
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Fig.1. Overall survival in FAP patients with metastatic
colorectal cancer
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1) mFOLFOX6 + bevacizumab
oxaliplatin 85 mg/m2 IV over 2 hours, day 1
leucovorin 400 mg/m® IV over 2 hours, day 1
5-FU 400 mg/m® IV bolus on day 1, then 1,200
mg/m*/day X 2 days (total 2,400 mg/m® over 46~
48 hours) 1V continuous infusion
bevacizumab 5 mg/kg IV, day 1
repeat every 2 weeks

2) CapeOX
oxaliplatin 130 mg/m® IV over 2 hours, dayl
capecitabine 1,000 mg/m2 twice daily PO for 14 days
repeat every 3 weeks

3) Oral uracil and tegafur -+ oral leucovorin
oral uracil and tegafur 100 mg/m?® trice daily PO
for 28 days ‘
oral leucovorin 25 mg/body trice daily PO for 28 days
repeat every 35 days

4) FOLFIRI + bevacizumab
irinotecan 180 mg/m’2 IV over 30-90 minutes, day 1
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% @k 14) Watanabe K, Nagai K, Kobayashi A, et al.
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Distant Metastatic Colorectal Cancer
Takeaki Matsuzawa’, Noriyasu Chika®, Yusuke Tajima®
Okihide Suzuki® Toru Ishiguro’, Jyun Sobajima”,
Kensuke Kumamoto®, Minoru Fukuchi®,
Yoichi Kumagai® Keiichiro Ishibashi® Erito Mochiki®
Hideyuki Ishida®

* Department of Digestive Tract and General Surgery,

Sairama Medical Center, Saitama Medical Universiry

Purpose: This study evaluated the outcome of
treatment for FAP patients with distant metastatic
colorectal cancer. Patients and methods: The subjects
were 6 classic FAP patients with distant metastatic
colorectal cancer, who underwent (procto-) colectomy
as the first surgical intervention for FAP‘ in our
institution between September 2000 and March 2014.
Patient background data, including types of treatment
and their outcomes were retrospectively examined.
Results: Tleal
performed in one patient,

pouch anal anastomosis (IPAA) was

colectomy with ileorectal
anastomoses (IRA) was performed in 4 patients, and
partial colectomy (Hartmann's operation) was performed
in one patient with perforated rectal cancer. Four
patients underwent additional curable metastatectomy
and two patients had unresctable liver metastasis. Each
patient received oxaliplatin-based chemotherapy pre- or
post-operatively. The overall 3-year survival rate was
66.7%. Conclusion: These results suggest that IPAA or
IRA in with

contribute to prolongation of survival time for the

combination metastatectomy might
patients with distant metastatic colorectal cancer in the
era of modern chemotherapy.

Key words familial adenomatous polyposis, total
colectomy, ileal-pouch anal anastomosis, metastasis,
colorectal cancer

(J Fam Tumor 2015; 15: 27-30)
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[Jpn J Cancer Chomother 42(12); 2208-2210, November, 2015]

A Case of Colon Cancer with Familial Adenomatous Polyposis Showing M5[-H and Deletion of MSH2/MSHSE Protein:
Okihide Suzuki*', Noriyasu Chika®', Minoru Fukuchi*', Kensuke Kumamoto*', Youichi Kumagai™!, Keiichiro Ishibashi*!,
Hidetaka Eguchi™, Erito Mochiki ™', Kiwamu Akagi*® and Hideyuki Ishida™' (™ Dept. of Digestive Tract and General Surgery,
Saftama Medlicsl Center, Saitama Medical University, **Division of Translational Research, Saitama Medical Recerch Center for
Genomic Medicine, **Division of Molecular Diagnosis and Cancer Prevention, Saitama Cancer Center)

~ Surnmary ‘

A 3i-year-old woman with familial adenomatous polyposis (FAP) was diagnosed with colon cancer. Genetic testing
showed a germ cell line mutation of APC (a frame-shift mutation). Moreover, deletion of MSH2/MSHE protein and high
microsatellite instability {(MSI-H) was detected, Therefore, Lynch syndrome (LS) associatad with FAP was suspected. Addi-
tional analysis showed no pathogenic mutation of MSH2 and no change in the number of copies or methylation in the
promoter region. Therefore, this was not a case of LS caused by a genetic germ cell line mutation. The chromosome instability
had been caused by a malfunction of APC, and it produced a structural change in a gene in the somatic cells. This case is very
interesting. Key words: Farailial adenomatous polyposis, Lynch syndrome, Colorectal cancer

EE EMaE 3L, it SIS A IR L PITAISE R B0 YR & B o T, RERERBIEEE (FAP) BXUF
SRIFER o BTGB RE L DTS, BBeHMHET Shi, BERNRET APC BET ORI MM RATIZ
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PRE LTI EOEFREEEDOBBL, 35 I12HE L~V T MSH2 BB 10T 6 2 OME{bs 5 2RI L 275
Al s h, O TRREWEREE L bR,
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MM T FAP LM E N, LS REIFMRTHEE EROWK, ERTHR)—FEBRET, 2EEE»L
B4 ruy 774 PREEH (MSI-H) LRERET BROLAREIBED b, WITHBEELZEHLL
ATy FEHEETH S MSH2/MSHS EHRHEOK FAP LB S hEBRA L BT ‘

et B b HATHEBRE G L FAP 0 1 &

BLALOTHET S,

Y BEERAERAERE - RS 0
¥ OBERMAES ) ARFHGERY S - T YAV =Y ad ) P—F M
YBERIA ALY ¥ — - BB - T
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A Case of FAP Who Underwent Mucosectomy for Intramucosal Cancer That Repeatediy Developed in the Residual
Rectal Mucosa after Stapled lleal-Pouch Anal Anastomosis: Yusuke Tajima™’, Satoshi Hatano ™!, Kensuke Kumamoto ™,
Keiichiro Ishibashi*’, Noriyasu Chika*', Hisashi Onozawa*!, Takeaki Matsuzawa ™!, Erito Mochiki**, Kensei Yamaguchi™?,
Kiwamu Akagi*?, Takeo Iwama ™' and Hideyuki Ishida*' (*'Dept. of Digestive Tract and General Surgery, Saitama Medical
Center, Saitama Medical University, **Dept. of Gastroenterology, and **Division of Molecu!ar Dmgnosrs and Cancer Freven-
tion, Saitama Cancer Center) :

Summary :

When we perform stapled ileal pouch anal anastomosis (IPAA) for familial adenomatous polyposis (FAR), some rectal
mucosa persists, There is no consensus on surgical treatment when cancer develops at the residual mucosa, We report the
case of a 43-year-old woman who repeatedly underwent endoscopic resection for intramucosal cancer that developed in the
residual rectal mucosa 6 years after stapled IPAA, which she received at age 33. She was referred to our department for
surgical treatment. We performed mucosectomy for the residual rectum mucasa, including a 0- I a lesion at the ahtefior wall.
Two months later, stenosis was observed at the anastomotic site. We repeatedly conducted balloon expansion of the stenotic
lesion. Six months later, the resected lesion was covered with white epithelium, and columnar epithelium was confirmed by
step biopsy of the epithelium from the dentate line to the ilecanal pouch anastomotic site. This finding indicated that the
regenerating epithelium was derived from the epithelium from the anal side. The patient remains well after 2 year 4 months
with no complaints. Key words: Familial adenomatous polyposis, lleal pouch anal anastomosis
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A Case of a Desmoid Tumor the Developed Around Heos‘tomy in a Patient with FAP: Noriyasu Chika’”, Kensuke
Kumamoto*'%, Okihide Suzuki*’, Azusa Yamamoto ™', Yusuke Tajima™!, Yuichiro Watanabe *!, Hisashi Onozawa *!, Takeaki
Matsuzawa ™! Hldetaka Eguchi ™, Keiichiro Ishlbashx"‘1 Erito Mochiki ** and Hideyuki Ishida*! (’”Dept of Digestive Tractand
General Surgezy, -Saitama Medical Center, Saitarna Medical University, **Dept. of Organ Regulatory Surgery, Fukusmma Medi-
cal University, *Division of Translational Research, Research Center for Genomic Medicine, Saitama Medical Umversdy)
Summary

A 21-year-old woman who underwent laparoscopic total colectomy for farnilial adenomatous polyposis (FAP) 1 year 3
months previously preserited with a mass larger than 10 cm around the ileostomy. Multiple tumors in the mesentery around
the ileostomy and anterior to the sacrum, accompanied by bilateral hydronephrosis, were detected by computed tomography.
The patient was diagnosed with intraabdominal desmoid tumors, stage IV according to the Church’s classification. The des~
moid tumor (15X 9 ¢m) around the ileostomy was completely resected surgically, whereas another desmoid tumor (5X4 ¢m)
was incompletely resected. We found a desmoid tumor of more than 10 cm in size and many fibromatous plaques in the
mesentery. We then performed 4 courses of systemic chemotherapy with dacarbazine and doxorubicin in for the residual
desmoid tumors after surgery. There was no growth of the residual desmoid tumors for 12 months after chemotherapy.
Genetic tests detected a pathogenic germline mutation of the APC gene in the high-risk region of the desmoid tumor. We
also confirmed somatic mutations in the resected speamens Key words: Familial adenomatous polyposis, Desmoid tumor,
lleostomy, APC
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Fig. 1 Physical findings

Fig. 2 Computed tomography findings
a:Multiple desmoid tumors in the mesenterium
around ileostomy.
b: A desmoid tumor in anterior of the sacrum.

Fig.3 Operative findings
a: Many fibromatous plaques at mesenterium.
b: The irregular and flat type desmoid tumor with
more than 10 cm in size is in around superior
mesenteric artery.
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A Case of Metachronous Multxple Thyroid Papillary Carcinoma with FAP: Yusuke Tajima™!, Kensuke Kumamoto ™,
Azusa Yarmamoto ™!, Noriyasu Chika**, Yuichiro Watanabe *!, Takeaki Matsuzawa ™', Keiichiro Ishibashi**, Erito Mochiki*,
Takeo lwama*!, Kiwamu Akagi*® and Hideyuki Ishida*' (*'Dept. of Digestive Tract and General. Surgery, Saitama Medical
Center, Saitama Medical University, **Division of Molecular Diagnosis and Cancer Prevention, Saftama Cancer Center)
Summary

Familial adenomatous polypasis (FAP) is an autosomal dominantly inherited disorder, the result of E) germ Ime mutation in
the adenomatous polyposis coli (APC) gene. FAP can be associated with various extracolonic lesions, inciuding thyroxd cancer,
which frequently occurs in women. We report the case of a 36-year-old woman diagnosed as having FAP with multiple
metachronous thyroid papillary carcinomas. She underwent left thyroidectomy at the age of 19 years wl’thd(jt a diagnosis of
FAP. Multiple polyps in her stomach were detected by medical examination and more than 100 polyps in the colon were found
by colonoscopy. She was referred to our hospital after a diagnosis of non- profuse FAP. Multiple tumors with a maximum
diameter of 10 mm were detected in the right lobe of the thyroid gland during the preoperative examination. Paplllary carci-
noma was suspected based on fine-needte aspiration cytology. We performed a right thyroidectomy after prophylactic colec-
tomy. Pathological findings revealed a cribriform-morula variant of papillary thyroid carcinoma. The patient remains well after
2 year 6 months with no recurrence. Key words: Familial adenomatous polyposis, Papillary thyroid carcinorna
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A Case of NET G1 of Vater's Papilla in Familial Adenomatous Polyposis-Associated Duodenal Adenomatous Polypo-
sis: Yuichiro Watanabe **, Hiroyuki Baba™!, Minoru Fukuchi*!, Youichi Kumagai™’, Keiichiro Ishibashi*', Erito Mochiki*’,
Hideki Ishikawa *2 and Hideyuki Ishida ™' (**Dept. of Digestive Tract and General Surgery, Saitama Medical Center, Saitama
Medical University, **ishikawa Gastroenterological Medical Clinic)
Summary

Introduction: Familial adenomatous polypasis (FAP) is characterized by the development of duodenal polyposis (DP),
which later develops into colonic adenomatous polyps and, eventually, colorectal cancer. Neuroendocrine tumors (NET) are
rare in FAP and reports of pancreas-preserving total duodenectomy (PPTD) to treat NET are limited. Case: A 62-year-old,
worman was previously diagnosed with FAP and she underwent a total colectomy and ilearectal anastomosis. Surveillance by upper
gastrointestinal endoscopy revealed duodenal polyposis and a 35mm flat, elevated tumor near the ampulla of Vater. She was
diagnosed as having Spigelman stage IV DP and she underwent PPTD. Histopathology revealed a 7 mm NET G1 in the ampulla of
Vater and multiple adenomas. Discussion: Little is known about duodenal NET G1in FAP patients who undergo PPTD. Close follow-
up is necessary. Key words: Neuroendocrine tumor, Papilla of Vater, Familial adenomatous polyposis
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Fig.1 Endscopic view of the tumor
around the Vater’s papilla

adenoma %7,
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&

Fig. 2 Pancreas preserving total duodenectomy
a-1, 2:Separating duodenum from pancreas head
by using ultrasonic dissecting scalpel.
b:Dye-injection from the main pancreatic
duct and closely investigated the ouiflow
from the Santorini duct opening.
¢: End to side anastomosis of the main pancre-
atic duct and common bile duct to the neo-
duodenum.

2( . 7 PAN N
Fig.3 NET G1 of the Vater's papilla
a HE (X40).
b: CD56 immunostaining {X40): positive.
c: Synaptophysin (X 40): positive.
d: Chromogranin A (X40): positive.
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Table 1+ Report of FAP with duodenal NET G1

H(ETeoD
Tuly, etal 1999 72 yo 30 vo/TPC  2cm/T1  Followup () 30 months
Female (endoscopic No change
, biopsy) :
Camp, et al 2004 30 yo 11 yo/TPC —/— PD Peripancreatic 24 months
Male lymph node  No recurrence
Our case 2015 62 yo 49 yo/IRA ~ 7mm/T1 PPTD (—) 5 months
Female No recurrence

TPC: total proctocolectomy, IRA: fleorectal anastomosis, PD: pancreatoduodenectomy
PPTD: pancreas preserving total duodenectomy, yo: years old
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Minilaparotomy in Pancreas-Preserving Total Duodenectomy for Familial Adenomatous Polyposis Associated with
Spigelman Stage IV Duodena! Polyposis: Yuichiro Watanabe ™', Hiroyuki Baba ™', jun Sobajima™!, Minoru Fukuchi*',
Youichi Kumnagai *?, Keiichiro Ishibashi **, Erito Mochiki *?, Hideki Ishikawa *® and Hideyuki Ishida*' (*'Dept. of Digestive Tract
and General Surgery, Saitama Medical Center, Saitama Medical University, **Ishikawa Gastroenterological Medical Clinic)
Summary

introduction: Reports on pancreas-preserving total duodenectomy (PPTD) for duodenal polyposis (DP) in familial ade-
nomatous polyposis (FAP) patients are rare, We herein report a case of PPTD performed by minilaparotomy for DP in an FAP
patient, Case: A 27-year-old female FAP patient was diagnosed with Spigelman classification (SC) stage IV DP on gastro-
duodenoscopy. She underwent PPTD through a 7 cm upper abdominal incision. All polyps were confirmed as adenomas
histopathologically. After 6 months of follow-up, complications related to total duodenectomy, such as weight loss, diabetes
mellitus, and fatty liver have not been observed. Discussion: SC stage IV refers to non-advanced cancers, and PPTD is basically
prophylactic surgery. Therefore, pancreatoduodenectomy seems too aggressive for SC stage IV patients. PPTD by minilaparot-
omy is suitable for young female patients for its curability, esthetic outcome, and safety. Key words: Minilaparotomy, Pan-
creas-preserving total duodenectomy, Familial adenomatous polyposis
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Fig.1 Minilaparotomic pancreas-preserving total duodenectomy
a: Separating duodenum from pancreas head.
b: End to side anastomosis of the main pancreatic duct and common
bile duct to the neo-duodenum,
¢: The scar at the end of the operation.
d: The scar at 6 monthes after the operation.
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