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Abstract

Background. In Western countries, chemoradiotherapy
(CRT) is well established as the standard therapy for stages
I/III anal squamous cell carcinoma (ASCC). In Japan, the
therapeutic modalities for and outcomes of this disease
have not been clarified because ASCC is quite rare. The
Colorectal Cancer Study Group of the Japan Clinical Oncol-
ogy Group (JCOG-CCSG) conducted a survey to deter-
mine the current therapeutic strategies for ASCC in
Japan.
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Methods. 1n July 2006, a questionnaire was sent to 49 insti-
tutions affiliated with the JCOG-CCSG to gather informa-
tion on numbers of cases, therapeutic modalities, and
outcomes. The target subjects were patients with stages 11/
I ASCC, diagnosed from January 2000 to December 2004,
who were 20-80 years of age with normal major organ func-
tion and no severe complications.

Resulrs. Replies were received from 40 institutions. A total
of 59 patients satisfied the subject criteria. Detailed infor-
mation was obtained for 55 subjects; 25 (45%) had stage 11
ASCC and 30 (55%) had stage III ASCC. CRT was per-
formed in 25 patients (45%); surgery in 17 (31%); surgery
combined with radiotherapy (RT), chemotherapy, or CRT
in 8 (15%); and RT in 5 (9%). Complete response rate in
CRT was 80% (20/25). The 3-year progression-free survival
rates for all subjects and for CRT-only subjects were 67%
and 77%, respectively.

Conclusion. From 2000 to 2004, only 59 patients with ASCC
were identified in the JCOG-CCSG survey and about half
of them underwent CRT.

Key words Anal cancer - Squamous cell carcinoma -
Chemoradiotherapy

Introduction

The definition of anal cancer is anal canal cancer arising in
the anal canal from the upper margin of the puborectalis
muscle attachment site to the margin of the anus and cancer
of the perianal skin adjacent to the anal verge. According
to reports published in various Western countries, anal
cancer accounts for approximately 2% of all cancers.'! The
histological types vary widely and include adenocarcinoma,
squamous cell carcinoma, adenosquamous carcinoma, basa-
loid carcinoma, malignant melanoma, and sarcoma.

While precise details on the incidence of anal cancer in
Japan are unknown, a population survey report in 2003
published by the Japanese Ministry of Health, Labour and
Welfare stated that 261 patients had died of anal cancer
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accounting for 0.67% of all deaths caused by colorectal
cancers. According to a survey involving 73 medical facili-
ties conducted by the Japanese Society for Cancer of the
Colon and Rectum (JSCCR), with an average follow-up
period of 17.2 years,” there were a total of 1540 malignant
anal tumors; 226 (14.7%) of these cases were squamous cell
carcinomas and 24 (1.6%) were basaloid epithelial cancer.
Although anal cancer is a relatively rare disease in the
United States, there were 4660 patients (approximately 2
per 100000) in 2006.' The number of cases had doubled in
30 years and is expected to increase in the future.*' Based
on the current situation in Western countries, the incidence
of anal cancer is also expected to rise in Japan. It is reported
that the high incidence is associated with female gender,
infection with human papillomavirus (HPV), lifetime
number of sexual partners, genital warts, cigarette smoking,
receptive anal intercourse, and infection with human immu-
nodeficiency virus (HIV)."

Until the 1980s, surgery was the standard therapy for
anal squamous cell carcinoma (ASCC) in Western coun-
tries.*” Chemoradiotherapy (CRT) then replaced surgery as
the standard treatment for stages II/III ASCC localized
in the pelvis. The most important advantage of CRT is that
the function of the anus can be preserved, but salvage
surgery can also be safely performed if any cancer remains
or if there is local recurrence after CRT. The majority of
recurrences after CRT are local; the incidence of distal
metastasis is relatively low, at 10%-17%, so salvage surgery
can be performed for local recurrences as well. The results
of retrospective studies of CRT have indicated comparable
or better outcomes when it is compared to surgery.”"
Although there are no prospective studies comparing CRT
and surgery to date, CRT is now considered the standard
therapy for stages II/ITl ASCC in Western countries.

There are only a few published reports on ASCC in
Japan because the disease is quite rare in this country; it is
not clear what types of treatment are performed or how
effective each treatment is against ASCC. Consequently,
the Colorectal Cancer Study Group of the Japan Clinical
Oncology Group (JCOG-CCSG) decided to conduct a
survey on stages II/ITI ASCC in order to determine the
current therapeutic strategies in Japan.

Methods

In May 2006, questionnaires were sent to 49 institutions
affiliated with the JCOG-CCSG.

Questionnaire

Question 1. — Which option best describes the treatment of

stages II/IT ASCC at your institution as of May 2006:

(a) Surgery (alone or with preoperative/postoperative
radiotherapy [RT], chemotherapy [CTX], or CRT

(b) RT (with surgery if cancer remains);

(¢) CRT (with surgery if cancer remains) or

(d) Other (specify)?

417

Question 2. — During the S-year period from January 2000

through December 2004, how many patients satisfied all of

the following conditions: stages II/III ASCC; age between

20 and 80 years; performance status 0/1 with major organ

function (GOT/GPT <100 IU/I, creatinine <1.5 mg/dl); and

no severe complications?

Question 3. — Please provide the following details for each

of the patients identified in question 2:

Start of initial therapy — age, gender, stage, and therapy
(surgery, RT, CRT or other).

Initial therapy effectiveness (complete response [CR],
partial response [PR], no change [NC], progressive
disease [PD], or not evaluated [NE]).

Confirmation date of progression/recurrence, last known
date of survival, and/or date of death.

Cause of death (primary disease, another disease, therapy-
related death, other, and unknown).

Question 3 Definitions of terms. — Staging was defined

according to the sixth edition of the cancer staging

manual of the American Joint Committee on Cancer. Ther-
apeutic effectiveness was determined by each attending
physician.

Statistical analysis

Progression-free survival (PFS) was the length of time from
the start of therapy to the confirmation date of progres-
sion/recurrence or death. Overall survival (OS) was the
length of time from the start of therapy to the date of death.
If the survival status of a patient was unknown, the last
known date of survival was used. PFS and OS were deter-
mined using the Kaplan-Meier method, and statistical
analyses were performed using Dr. SPSS 11 11.0.1J (SPSS
Japan, Tokyo, Japan).

Results

Réplies were obtained from 40 of the 49 affiliated institu-
tions (response rate, 82%) between May and September
2006.

Question 1

In the treatment of stage II ASCC, CRT was selected at 28
institutions (70%), surgery at 8 (20%) and other types of
treatment at 4 (10%). As for the treatment of stage III
ASCC, CRT was select at 27 institutions (67%), surgery at
9 (23%) and other types of treatment at 4 (10%).

Questions 2 and 3
Patient/Subject background information

During the 5-year period from January 2000 to December
2004, a total of 59 patients satisfied the subject criteria
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Table 1. Patient characteristics

All patients 59
Patients with detailed information 55
Age, years; median (range) 66 (33-80)
Gender
Male 9
Female 46
cT
1 3
2 30
3 12
4 7
Unknown 3
cN
1 25
2 5
3 16
Unknown 9
cStage®
I 25
A 5
1B 25
Treatment modality
Chemoradiotherapy 25
Surgery 17
Surgery + alpha® 8
Radiotherapy 5

*Staging was defined according to the sixth edition of the cancer staging
manual of the American Joint Committee on Cancer

"Surgery with chemotherapy, surgery with radiotherapy, or surgery
with chemoradiotherapy

previously indicated in question 2. Detailed information
was obtained for 55 subjects, as patient data were un-
available from 1 of the 40 responding institutions. The
backgrounds of the 55 patients are summarized in Table 1.
The median age was 66 years (range, 33-80 years) and
12 subjects were older than 76 years of age. There were
nine men and 46 women, and the breakdown of stage II,
IIIA, and IIIB subjects was 25, 5, and 25 patients,
respectively.

Therapeutic modalities and results

The therapeutic details are also shown in Table 1. CRT was
performed in 25 (45%) subjects; surgery alone in 17 (31%)
subjects; surgery and either RT, CTx, or CRT in 8 (15%)
subjects; and RT alone in 5 (9%) subjects. Of the CRT
regimens, S-fluorouracil (5-FU) and cisplatin (CDDP; FP)
was the most common regimen, used for 16 subjects; fol-
lowed by 5-FU plus mitomycin C (MMC) and other regi-
mens, used for 5 and 4 subjects, respectively (Table 2).
The median dose of RT for CRT was 60 Gy (range,
36-70 Gy).

The complete response rate for CRT was 80% (20/25).
With a median follow-up period of 2.7 years, the 3-year PFS
and OS rates for all the 55 subjects were 67% and 91%,
respectively; for the 25 CRT-only subjects the rates were
77% and 95%, and for the 17 surgery-only subjects the rates
were 73 and 3%.

Table 2. Chemotherapy regimens used in the 25 patients who received
chemoradiotherapy

FP 16
5-FU+MMC 5
5-FU 3
5-FU+NDP 1

FP, S5-fluouracil (FU) + cisplatin;- MMC, mitomycin C; NDP,
nedaplatin

Discussion

In our JCOG-CCSG survey, only 59 patients diagnosed
with stages II/II1 ASCC met the subject criteria during the
5-year period in question, which means an average of fewer
than 12 such patients per year in our group. Our data were
collected from a retrospective survey and a limited number
of institutions. This survey revealed that ASCC is quite rare
in Japan. In Western countries, the incidence of ASCC has
doubled in the past 30 years, from 1 to 2 per 100000; there-
fore, the incidence of ASCC is expected to increase in Japan
as well.

According to a survey conducted by the JSCCR in 2003,
the percentage of ASCC patients who underwent surgery
was 89% before 1989, 65% from 1990 to 1994, and 49%
after 1995. In the present JCOG-CCSG survey, 52% (14/27)
of the patients from 2000 to 2002, and 39% (11/28) of the
patients from 2003 to 2004 underwent surgery. In addition,
20% of the responding institutions identified surgery as
their main therapeutic modality as of May 2006. Based on
these results, the proportion of patients who have under-
gone surgery has decreased gradually.

Recently, instead of surgery, about 70% of the institu-
tions surveyed in the present study selected CRT as the
treatment best suited to stages II/III ASCC. We think this
is because some studies showing the effectiveness of CRT
were published from Western countries. We summarize the
phase III trials in Table 3. Based on these phase III
trials, combination therapy with 5-FU, MMC, and RT is
considered to be the standard therapy for stages II/IIT
ASCC in Western countries.

When compared to CDDP, the incidence of hemotoxic-
ity is higher for MMC. Because the results of FP and RT
combination therapy appeared so promising'®'*"’ until the
interim results of the Radiation Therapy Oncology Group
(RTOG)-9811 trial were published, FP and RT combina-
tion therapy was one of the recommended options in the
practice guidelines published by the National Comprehen-
sive Cancer Network (NCCN). Consequently, CDDP has
often been used in clinical settings. In the present JCOG-
CCSG study, FP was used in 16 of the 25 patients (64%)
who received CRT and was the most common agent used
in CRT.

In our present survey, the 3-year OS rate was consider-
ably higher than that reported previously. We think this is
due to the relatively short follow-up period, with the median
follow-up period being only 2.7 years. If the follow-up
period had been longer, the 3-year OS rate may have been

—119-



Table 3. Summary of phase III trials for locally advanced anal cancer

419

No. of patients ~ Chemotherapy RT (0N Pvalue DFS  Pvalue LCR Pvalue CFS P value
EORTC* 52 None 45 Gy 56%" - 58%* 005 50%° 002 40%°  0.002
51 S-FU+MMC +15-20Gy  56%* 63%" 68%" 70%*
ACT 1% 279 None 45 Gy 58%" 025 - 39%°  <0.01 -
283 5-FU+MMC +15-25Gy  65%" - 61%" -
RTOG-8704" 145 5-FU 45Gy+9Gy  67%° 03l 51%°  <0.01 66%°  <0.01 59%°  0.01
146 S-FU+MMC 76%" 73%" 84%° 71%"
RTOG-9811% 322 5-FU+MMC 45 Gy2SFr 84%°  0.13 68%"  0.33 75%"  0.19 90%"  0.04
312 5-FU+CDDP  +10-14Gy 76%" 62%" 69%" 83%"

EORTC, European Organization for Research and Treatment of Cancer; ACT, Anal Cancer Trial: RTOG, Radiation Therapy Oncology Group:
CDDP, cisplatin: RT. radiotherapy: OS, overall survival: DFS. disease-free survival: LR, local-regional control; CFS, colostomy-free survival

“5 Years
*3 Years
“4 Years

lower, because our 3-year PFS rate was about the same as
that previously reported in other studies.

In conclusion, even though our study was conducted ret-
rospectively and some results are still preliminary in nature,
this survey is important because only a limited amount of
information on this subject has previously been reported in
Japan. Although CRT was not the standard therapy for
stages I/III ASCC in Japan from 2000 to 2004, a consensus
now appears to be growing and the JCOG-CCSG intends
to conduct a clinical trial in the near future on a new com-
bination CRT regimen for the express purpose of establish-
ing a new standard that is more effective than the current
therapy.
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