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Case report (56 year-old, male)

Stage IIB ( T2N3MO0)

|
Stage IV

(T2N3M1)

Bone metastasis

Fig. 4 Case report 2 (56-year-old male).

ing on the type of cancer cell. The mean value for
each pathology was examined by obtaining both the
pathology and the FDG accumulation (SUV) (Fig. 1).
High SUV was observed in SCLCand squamous cell
carcinoma, which have high cellular proliferation
capacities. Although it has been pointed out that
PET/CT might help in estimating tissue types,”™ at
least pharmaceutically, it is useful to distinguish
between SCLC and squamous cell cancer because in

lung cancer, double cancers sometimes exist with

different pathologies by which prognosis greatly
varies. In addition, it is clinically difficult to collect
lung cancer tissue. Because treatment methods differ
between the SCLC or squamous cell carcinoma
group and the adenocarcinoma group, it is believed
that referring to Fig. 1 will facilitate the selection of a
treatment method in clinical practice. Unlike
staging classifications for cancers of other organs,
lung cancer is generally histopathologically divided
into 2 groups: SCLC and non-small cell lung cancer
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Lymph node
metastasis

- Small celi carcinoma.

(NSCLC). This is because the SCLC group is known
to be more likely to metastasize than the NSCLC
group. Also, in the results of our study obtained
with combined PET/CT, a greater number of
changes in stage were observed in the SCLC group
(100%) than in the NSCLC group (63.3% versus
714%) (Fig. 2). The observation of high rates of
change in the SCLC group supports conventional
knowledge. Furthermore, because the SCLC
group involves poor prognoses, SCLC is further
classified into ED (extensive disease) and LD
(limited disease; T1-2NOMO0).”* In addition, in the
results of our study on combined PET/CT, LD
showed an 80% correction rate, which was signifi-
cantly higher than the 33% reported in the ED
group. This supports the report that staging in SCLC
with CI will be changed to the higher stage by
staging with PET.'5"”

Although it was initially staged as an LD with the
use of CI, the lesion has actually extended over a
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wider range.'® The same can be said in cases of
squamous cell carcinoma. In general, it is believed
that squamous cell carcinoma mainly progresses
locally and is not likely to metastasize in its early
stage,'” but according to Table 2, in the staging with
combined PET/CT, the rate of change was hlgh in
squamous cell carcinoma, and metastasis was
observed in many cases, indicating that it was
already beyond the early stage when the patient
visited the hospital for the first time, and that
staging with CI is inadequate because it involves a
tendency to miss the metastatic focus.

_Based on the fact that staging with combined

PET/CT was upgraded for each of the T, N, and
M factors and that no difference was observed in
the rate of change among T, N, and M factors in
Table 1, it was indicated that missing the exten-
sion of the lesion had an impact not only on the
size of the tumor but also on both lymph node
metastasis and the distant metastasis.'” In other
words, it is indicated that the classification of ED
and LD by staging with CI was inadequate not
only for the detection rate of cancer but also for
missing the spread of the lesion. This will have a
great impact on the selection of wrong treatment
methods.

Specifically with regard to the N factor (lymph
node ‘metastasis), in the same manner as it is

organs, the presence or absence of lymph node
metastasis in lung cancer is usually diagnosed with
the use of a CT scan. However, especially for the
presence or absence of mediastinal lymph node
metastasis, postoperative pathologic findings did
not match those of CI in some cases, and there was a
limitation in the diagnosis of lymph node metasta-

-sis. When a surgical method is selected in early-
stage cancer, diagnosing the presence or absence of
mediastinal lymph node metastasis and its range is a
key issue that directly leads to the selection of video-
assisted thoracic surgery (VATS) or open chest
surgery. With PET/CT, regardless of the size of
the lymph node, there i isa limitation in the detection
of tumors sized 10 mm?® and below, but lymph node
metastasis can be pointed out even if the tumor size
is 10 mm."” However, sufficient examination has not
been conducted on the pathology of lymph node
metastasis, FDG accumulation into the lymph node,
and tumor size; therefore, with the appearance of
PET/CT, it is believed that it is time to revisit the
conventional evaluation criteria of lymph node
metastasis using CT scanning in the general rules
for cancer. 2
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- Conclusions

Our study presented surgeons with the following
possibility: The fact that stages were changed in
many cases by combined PET/CT indicates that
cases of postoperative recurrence were in fact cases
in which preoperatively preexwtmg foci were
missed. This perception is resolved with the
following phrase: If you suspect a cancer, do PET
FIRST. In other words, in the cancer diagnosis
process, the number of cases of inaccurate stagi

can be minimized by performing PET/CT first and
then constructmg a dlagnostm process with various
modalities. The phrase “PET FIRST” should not be
forgotten, not only regarding the cancer diagnosis,
but also by all physicians who are involved in cancer
treatment.
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Macrophage-Dominant Sialadenitis in Human T-Cell Leukemia Virus
Type I-Associated Myelopathy After Living-Donor

Liver Transplantation

H. Nakamura, T. Ichikawa, T. Nakamura, A. Kawakami, N. Iwamoto, T. Matsuzaki, H. Miyaaki,
S. Yamasaki, H. Ida, S. Eguchi, T. Hayashi, K. Nakao, T. Kanematsu, and K, Eguchi

ABSTRACT

A 64-year-old man who suffered from human T-cell leukemia virus type I (HTLV-I)-
associated myelopathy (HAM) after living-donor liver transplantation (LDLT) for liver
cirrhosis due to hepatitis C virus infection complained of xerostomia. Although exocrine
function test results were positive, autoantibodies including anti-SS-A/SS-B antibodies and
sialography showed negative findings. Labial salivary gland biopsy revealing infiltration of
60 counts of mononuclear cells (MNCs) in minor salivary glands led to a diagnosis of
Sjogren’s syndrome-like sialadenitis. Immunohistochemistry demonstrated dominant
CD68 staining and major histocompatibility complex class II on the surface of infiltrating
MNCs. Herein we have reported a rare condition of macrophage-dominant sialadenitis in

a patient with HAM after LDLT.

OTH hepatitis C virus (HCV) and human T-cell leu-
kemia virus type I (HTLV-I) have been reported to be
associated with the onset of Sjogren’s syndrome (SS).'?
Because HCV infection demonstrates exocrine dysfunction
along with sialadenitis, the American-European Consensus
Group for SS excluded HCV infection in the diagnosis of
$S.2 We have previously reported that an epidemiological
study showed a high prevalence of SS in anti-HTLV-I
antibody-positive subjects.* In this case, a complication of
HTLV-I-associated myelopathy (HAM) after living-donor
liver transplantation (LDLT) has recently been reported.’
Herein, we have additionally reported the emergence of
unusual sialadenitis in this patient.

CASE REPORT

The complication of HAM in this patient was already reported by
Soyama et al.’ Briefly, LDLT was performed for a patient who had
decompensated liver cirrhosis due to HCV infection in August
2002. Both the patient and his younger sister donor were seropos-
itive for anti-HTLV-I antibody. Immediately after LDLT in Octo-
ber 2002, interferon (IFN) a-2b and ribavirin were administered
after we confirmed recurrence of the HCV infection, but HAM
appeared 18 months after LDLT. Although pegylated IFN a-2b
and ribavirin were administered for 48 weeks against the HCV
infection, no response was observed to the recurrent active hepa-
titis.

When the patient was admitted in September 2008, xerostomia
was newly detected. The new clinical manifestations of HAM

© 2010 by Elsevier Inc. All rights reserved.
360 Park Avenue South, New York, NY 10010-1710
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included spastic gait and bladder symptoms. Elevation of aspartate
aminotransferase (53 IU/L), alanine aminotransferase (47 IU/L),
and immunoglobulin (Ig)G (2630 mg/dL) were observed with
normal total bilirubin (0.7 mg/dL). Type IV collagen and quanti-
tative HCV ribonucleoprotein were elevated at 290 ng/mL (nor-
mal, <140) and 7.1 log IU/mL (normal, undetected) with reduced
total branched chain amino acids (285 pmol/L; normal, 379-688).
A liver biopsy, which had resulted in a hospital admission in
September 2008, showed chronic hepatitis with fibrous enlarge-
ment of the portal area, inflammatory cell infiltration, and piece-
meal necrosis. The relative copy number of HTLV-I against
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B-globin in the peripheral blood sample was 2.56 X 10%/10* cells by
real-time polymerase chain reaction. Along with xerostomia, both
the Saxon test (1.1 g/2 minutes; <2 g, positive) and Schirmer test (3
mm/5 minutes; <5 mm, positive) were positive with negative results
for anti-SS-A/SS-B antibodies and sialography. However, minor
salivary gland biopsy (Fig 1A) demonstrated more than 60 counts
of mononuclear cell (MNC) infiltration, which were confirmed as
dominantly macrophages. Although the patient showed signs of
xerostomia, positive exocrine dysfunction, and MNC infiltration
into the minor salivary gland (MSG), SS was excluded according to
the criteria determined by the American-European Consensus
Group.® Immunohistochemistry using monoclonal antibodies for
MSG demonstrated positive staining of CD68 on the infiltrating
MNCs (Fig 1B). Compared with the prevalence of CD68, the
prevalence of CD4 (Fig 1C) or CD8 (Fig 1D) was less than that of
CD68, macrophage. Major histocompatibility (MHC) class II was
found in human tonsil as a positive control (Fig 1E) and MNCs in
the MSG of this patient (Fig 1F). Written informed consent for the
use of the biopsy specimen was obtained from the patient.

DISCUSSION

HCV-related SS has been reported to be characterized by a
high prevalence of cryoglobulinemia with a low frequency
of anti-SS-A/SS-B antibodies.® In our case, sialadenitis
without SS-related autoantibodies was compatible with the
characteristics of HCV-related SS. However, HCV infec-
tion usually shows infiltration of CD4+ T lymphocytes into
the MSG, which is incompatible with the present macroph-
agic infiltration. Furthermore, it has previously been re-

Fig 1. Phenotypic markers expressed in the minor salivary gland
(MSG). Immunochistochemistry was performed for formalin-fixed,
paraffin-embedded sections (3-um thick) from the MSG using
the streptavidin-biotin methad. Primary antibodies were used as
follows: {A) hematoxylin-eosin staining, (B) CD68, (C) CD4, (D)
CD8, (E) MHC class |l staining in human tonsil (positive control),
and (F) MHC class Il staining of the MSG of the patient. (Original
magnification for A-D and F, X200; E X100.) Hematoxylin was
used as a counterstain.
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ported that IFNs have the potential to cause autoimmune
diseases, such as autoimmune thyroid diseases, systemic
lupus erythematosus, rheumatoid arthritis, or SS.”-® Unoki
et al reported that administration of IFN-alpha-2b for a
patient with type C chronic active hepatitis induced SS with
sicca symptoms and elevation of autoantibodies, suggesting
that IFN per se has a potential to form autoimmune
disorders in patients with viral hepatitis.”

With regard to HTLV-I infection, prognosis of HTLV-
I-positive renal transplant recipients has been previously
reported,® observing that both living-related and cadaveric
kidneys from HTLV-I carriers may be used for HTLV-I-
seropositive recipients because of the low occurrence of
adult T-cell leukemia. HTLV-I is also one of the candidates
to trigger sialadenistis. We have previously reported a high
prevalence of SS among patients with HAM.2 However, the
predominant phenotype of MNCs in HAM-SS patients was
CD4+ T lymphocytes, which was similar to the type of
MNCs in HTLV-I-seronegative SS patients.

Previously Ishiguro et al'' established a rat model of
HTLV-I infection in which massive foamy macrophages
infiltrated the spinal cord and clinical manifestations of the
rat resembled those of HAM patients. Meanwhile, our
patient showed macrophage-dominant MNC infiltration
into the MSG. Although the pathogenesis of the rat model
might be different from that of human HAM, because
lymphocytic infiltration is an apparent characteristic of
HAM patients, an unrecognized trigger might have induced
infiltration of macrophages into the MSG in our patient.

Graft-versus-host disease (GVHD) is considered to be a
candidate cause of sialadenitis. Fujiwara et al'? have previ-
ously reported sialadenitis in experimental GVHD in an
animal model, in which nonirradiated mice were injected
with spleen cells developing chronic GVHD. In their re-
port, sialadenitis was observed predominantly with CD4+ T
lymphocytes, although with a low frequency of macro-
phages, B cells, or plasma cells. However, chronic GVHD
has rarely been reported after LDLT. Sun et al'® reported
a case of GVHD at 4 months after cadaveric liver trans-
plantation. In their report, the patient showed gastrointes-
tinal symptoms, which were determined to be T-lymphocyte
infiltration based on a colonic biopsy.

In summary, the mechanism by which sialadenitis is
induced remains to be clarified. However, both active
hepatitis and HAM have the potential for viral-induced
recruitment of mononuclear infiltration. Furthermore, dou-
ble viral infection may provoke a strong elimination reac-
tion compared with a single viral infection. Although an
antiviral reaction is considered to be increased by innate
immunity through Toll-like receptors,'® intense antigen-
presentation capacity might be yielded by induction of
macrophages.
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The Happy Marriage of Surgery and Science/Technology Would
Lead to Prosperous Surgical Development Towards the Year 2050
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My choice of title for this Presidential Address is based
on my prediction and hope that advancement of future
surgery will be offered with the advent of new science
and technology.

Many have contributed to the development of modern
surgery. In the late nineteenth century, anatomy was the
foundation of its structure; then, as the nature and cau-
sation of disease became clearer in the first half of the
twentieth century, physiology and pathology were added
to provide the essential background. For example,
Theodor Billroth performed the first successful gastric
resection in 1881, and Carl Schiatter performed the first
total excision of the stomach in 1890. Lester R. Dragst-
edt left a very durable impression by reporting the role
of vagotomy in surgery for peptic ulcers,' based on the
physiology of gastric function, although this procedure
was soon replaced by H,-blocker drugs, Thus, an increase
in life expectancy has been brought about by these bril-
liant advances in our understanding of the basic mecha-
nisms of disease.

In the second half of the twentieth century, the art of
surgery, in its upward climb, was always based on a
substrate of science. Table 1 shows Thompson’s? nomi-
nations for great contributions to surgery in the last half
of the twentieth century, and Table 2 shows his collected
surgical research contributions of great promise during
the same period.

Surgeons as Nobel Prize Winners

In the past 100 years, six surgeons have won the Nobel
Prize for Medicine (Table 3).>* They were as follows: in
1909, Emil Theodore Kocher (Switzerland), who worked
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on the physiology, pathology, and surgery of the thyroid
gland; in 1912, Alexis Carrel (France), a pioneer of vas-
cular suture and the transplantation of blood vessels
and organs; in 1923, Sir Frederick Grant Banting
(Canada), who discovered insulin; in 1956, Werner
Theodor Otto Forssmann (Germany), who opened the
door to heart catheterization and the pathologic changes
in the circulation system; in 1966, Charles Brenton
Huggins (USA), for his hormonal treatment of prostate
cancer; and in 1990, Joseph Edward Murray (USA), who
was co-winner with E. Donnall Thomas for their work

Table 1. Surgical research contributions in the last half of the
twentieth century (compiled by Thompson?)

Contribution

Cardiopulmonary bypass

Transplantation

Vascular surgery

Total parenteral nutrition

Metabolic response to sepsis and trauma: burn care
Controlled clinical trials for cancer (breast)

Effect of hormones on cancer

Minimaily invasive surgery
Joint replacement
Stereotactic neurosurgery
Urinary lithotripsy

Table 2. Surgical research contributions with great promise
(compiled by Thompson?)

Contribution

Tumor immunobiology

Telepresence surgery

Combined therapy for tumors (e.g., Wilms’)
Fetal surgery

Angiogenesis research

Endacrine surgery

Extracorporeal gas exchange

Immune therapy for cancer

Correction sensory (vision and hearing) defects
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Table 3. Nobel Prize-winning surgeons

T. Kanematsu: Surgical Development with Hope

Surgeons Award year Workplace Prize-winning work

Theodore Kocher 1909 Switzerland Physiology, pathology, and surgery of the thyroid gland
Alexis Carrell 1912 France Vascular suture and organ transplantation

Sir Frederick Banting 1923 Canada Discovery of insulin

Werner Forssmann 1956 Germany Heart catheterization

Charles Huggins 1966 USA Hormonal treatment of prostate cancer

Joseph Murray 1990 USA Organ transplantation

in lifesaving organ- and tissue-transplant techniques.
These six distinguished surgeons elevated the discipline
of surgery to the summit of the scientific world in the
twentieth century.

Among these six Nobel Prize-winning surgeons,
Huggins was a urologist and Murray was a plastic
surgeon. Although these disciplines are included in the
Society of the American College of Surgeons, they are
specialties outside the Japan Surgical Society. Thus,
based on the organization of the Japan Surgical Society,
there have been four Nobel Prize-winning surgeons.

New Concepts in Surgical Treatment

When we focus on the development of gastric surgery
in the nearly 130 years since Billroth’s success in 1881,
surgery for gastric diseases has become much safer and
is now relatively established. In recent years, the lapa-
roscopic approach has gained popularity in Japan for
selected patients. This minimally invasive procedure is
much better for the patient in many regards; however,
when we consider the basic principles of gastric surgery,
the laparoscopic approach is simply a modification of
conventional open surgery. From this point of view, to
surpass Billroth’s procedure, new concepts for treating
gastric diseases should be anticipated. In 2003, Maemura
et al.” reported that a tissue-engineered stomach could
replace a native stomach in a rat model. Therefore, such
tissue engineering is expected to promote a twenty-first-
century solution to surgical reconstruction.’

How Surgical Articles Have Contributed to
the Advancement of Surgery

Scientific research is important for the advancement of
surgery. We recommend that young surgeons write sci-
entific articles, and many articles by Japanese surgeons
have been published. However, the question arises as (o
whether these scientific articles have contributed to the
development of surgery. The quality of scientific articles
is generally evaluated by the impact factor as well as by
the science citation index. For the present Presidential
Address, therefore, I evaluated the quality of surgical
articles in a new way: by investigating those articles

Fifth
(1989)

Sixth

Fourth (1994)

(1984)

\ *‘ RY: " !

Seventh

(1999)
Eighth
(2005)

Ihird
(1979)

Second
(1974)

o= First(1969)

Fig. 1. Schwartz’s Principles of Surgery

referred to in the textbook Schwartz’s Principles of
Surgery (McGraw-Hill Medical Publishing Division).
Schwartz’s surgical textbook has been used worldwide
since its first publication in 1969. A revised edition has
appeared every 5-6 years, and the most recent issue (8th
edition) was published in 2005 (Fig. 1). The number of
referenced articles written by Japanese surgeons and
the objective work done in Japan was counted in each
edition.

Of the 24 835 articles referred to in this textbook, from
the first to the 8th edition, 334 (1.4% ) were written by
Japanese surgeons. In the first edition, only 4 (0.2%)
articles were written by Japanese surgeons, but this
number has been increasing, until the latest edition
refers to 95 (3.3%) articles written by Japanese surgeons
(Table 4). When comparisons were made among the
various surgical fields, the most notable increase is in the
field of liver surgery, with 23 (13.1%) articles by Japa-
nese surgeons referred to in the 8th edition. In fact, the
number and rate of articles written by Japanese surgeons
have increased in all the surgical fields (Table 5).

Government Support of Science and Technology
To promote science and technology, government support

is imperative. A comparison among other countries in
terms of budget for research and development reveals
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Table 4. Number of papers written by Japanese surgeons among the cited references in each edition of Schwartz’s Principles of

Surgery

Edition Issue year Total No. of cited references No. of cited papers written by Japanese
1 1969 2350 4 (0.2%)
2 1974 2913 12 (04%)
3 1979 3018 14 (0.5%)
4 1984 3424 31 (0.9%)
5 1989 3276 45 (1.4%)
6 1994 3663 73 (2.0%)
7 1999 3286 62 (1.9%)
8 2005 2905 95 (3.3%)
Total 24835 336 (1.4%)

Table 5. Papérs written by Japanese surgeons, based on their specialty, among cited references in each edition of Schwartz’s

Principles of Surgery
Small
Edition Esophagus Stomach intestine Colon Liver Biliary Pancreas Spleen Thoracic Cardiovascular Pediatric Thyroid Breast
1 2(12) =) =) - =) 107 () =) =) -) G 103 )
2 5(25) =) =) o) () 106 () ) =) 2(03) 305 1(02) ()
3 6(2.2) =) () ) =) 202 () =) () 2(02) 3(L9) 1(03) ()
4 721 724 &) =) 107 4(28 1(09) (=) 1(05) 2(02) 5(21) 307 ()
5 3(6) 6(22) (O 3(10) 7(52) 1(08) 1(09) (- 8(28) 4(0.4) 10(41) 2(09) (O
6 6(20) 721 (=) 2(05) 9(63) 6(47) 4(31) 1(16) 14 (49) 506 15(52) 2(0.7) 2(07)
7 9(22) 8(70) 3(12) 1(03) 7(57) 5(53) 2(18) 1(23) 9(29) 7(0.8) 9(55) 1(09) (-
8 9(20) 8(34) 1(14) () 23(131) 4(51) 13(43) 7(54) 2(15)  23(29) 4(44) 1(10) O
Values in parentheses are percentages
(billion US dollars) Germany, and Italy will be over 65 years of age, while
el | i in the United States 70% will be senior citizens by as
300 b soon as 2030. By 2050,22% of the global population will
be over 60 years old, versus only 10% now, and by the
el | end of the century this figure will have risen to 34% as
200 b the industrial world ages.®
The advancement of medicine, including surgery, is
1sop closely linked to the development of science and tech-
100 b =~ nology. Science and technology are costly, and when we
——/f/_ﬁna look at their circumstances we must feel anxiety about
sor whether Japan will be able to offer the chance of promo-
ol tion in this field with a lack of budget and a shortage of
1991 95 o 2000 06 (year) researchers.

Fig.2. Governmentfinancial support toward surgical advance-
ment in the United States, China, and Japan’

that the United States budget has been extremely high,
whereas the Japanese budget has recently fallen lower
than that of China (Fig. 2).

Japan also faces a decline in the number of research-
ers and technicians. An annual report on the Promotion
of Science and Technology in 2003’ predicted that the
number of researchers and technicians will decrease
from 2730 in 2000 to 1683 in 2050. One of the reasons
for this decline is our aging society. By 2050, 40% of the
population of developed countries such as Japan,

The Future: What Will Happen in 2050?

If we consider the advances of the last 100 years, think
of what will be revealed by 2050! Dyson’ stated that
speciation in nature occurs with a time scale on the
order of a million years. Human speciation pushed by
genetic engineering may have a time scale of a thousand
years or less. Compared with the slow pace of natural
evolution, our technological evolution is like an explo-
sion. We are tearing apart the static world of our ances-
tors and replacing it with a new world that spins a
thousand times faster.
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Greenfield cited futurologist Pearson’s prediction
that machines will probably surpass overall human
intellectual capability by 2020 and will have an emo-
tional feel just like people.”’’ Although it may take
years, it is undeniable that different genres of robots will
dominate medicine and surgery in the future. The robots
of the future will be far more interactive and prepared
to learn. At the University of California, San Diego, for
example, artificial intelligence investigators are devel-
oping an all-terrain wheeled rescue robot, with the basic
aim of cutting Smin off response times and saving an
estimated 49 more lives a year. The idea is that a scan-
ning system detects an accident and immediately deploys
a robot, equipped with cameras and a wireless link, to
investigate." Another type of robot designed to save
lives is the “Virtual Human”: an artificial but integrated
system of vital organs, which can be used for pharma-
ceutical or safety testing. Far from a mere concept on a
screen, the technology is already being developed for an
artificial “real” system that actually breathes, with cells
that replicate and die, and blood that flows.™

If and when these automated procedures prove to be
completely fail-safe, Greenfield" predicts that robots
might gradually replace human surgeons. Within this
century we will see a radical change in the traditional
medical professions."” For those with a premium on a
large amount of quickly accessed information combined
with utterly reproducible manual precision, robots will
be strong candidates.

Interestingly, robot football has been under way since
1997. On 4 August 2001, the Fifth World Robot Soccer
competition, the “Robo Cup”, was held in Seattle (Fig.
3). Over a hundred entrants competed in four different
leagues according to size and ability. The ultimate goal
is to develop a team of humanoid robots by 2050, to take
on the human victors of the most recent World Cup and
play according to FIFA rules." Thus, robots will be an
important tool in the support of future medicine.

Fig. 3. World Robot Soccer

permission)

competition (used with
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Imnovative Surgical Procedures and Medical Ethics

Extreme technology such as robotic surgery continues
to push the frontiers of medicine into domains that
summon forth troublesome ethical questions. At this
point, we draw on the criteria advanced by Dr Francis
D. Moore” in the late 1980s for introducing innovative
surgical procedures. These criteria require that the sci-
entific preparation for proceeding to carry out an inno-
vative surgical procedure must have been carefully and
fully developed. He emphasized that the skill and expe-
rience of the team undertaking the innovative proce-
dure is crucial. He also expressed concern about the
ethical climate of the institution in which the innovation
would be performed. When the epiphenomena of
medical care, such as capital gain, investor profit, insti-
tutional representation, surgeon ego, municipal pride,
and chauvinism, become the ultimate objective of the
procedure, then the ethical climate of the institution is
no longer acceptable for therapeutic innovation. It is
crucial that innovative surgical procedures be openly
displayed before the broad community of professionals
in the field as well as the general public. Feedback from
public and professional discussion might prompt us
to rethink and revise various components of new
procedures.

Conclusion

The great wave of surgical progress brought to the fore
a large number of creative practitioners and scientists.
In the first half of the twentieth century there was a
most intimate interdependence of anatomy, physiology,
pathology, and surgery, and in the second half of that
century the development of surgery was boosted by the
advent of new science and technology. In the twenty-
first century, an innovative approach will change the
scenery of surgery; however, surgeons should not leave
the development of science and technology to research-
ers in other fields. What I want to stress here is that
surgeons should take responsibility for the advance-
ment of surgical science, and to do this, they must
nurture an academic mind. Surgeons are also requested
to give full play to the leadership of scientists and tech-
nologists. Thus, the happy marriage of, or good correla-
tion between, surgery and science/technology will lead
to a prosperous future for surgery. Along what lines will
surgical progress be made? It probably will not result
from improvements in technique, but from the applica-
tion of discoveries made by teams of investigators inter-
ested in diverse aspects of a complex problem. Thus, the
recent era has been characterized by an exponential
growth in the science of surgery. Finally, we must pay
great attention to fulfilling innovative procedures within
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the boundaries of the established ethical climate and
with public agreement.

Acknowledgments. 1 thank all the members of Department of
Surgery, Graduate School of Biomedical Sciences, Nagasaki
University, for their support and help in preparing this Presi-
dential Address.

References

1.

Wangensteen OH, Wangensteen SD. The rise of surgery. From

‘empiric craft to scientific discipline. 7. Gastric surgery. Minneapo-

lis: University of Minnesota Press; 1978.

2. Thompson JC. Gifts from surgical research. Contributions to

3.

4.

patients and to surgeons. J Am Coll Surg 2000;190:391-403.
Morris JB, Schirmer WI. The “right stuff”: Five Nobel prize-
winning surgeons. Surgery 1990;108:71-80.

Kitano S, Adachi Y, Shiraishi N, Suematsu T, Bando T. Laparo-
scopic-assisted proximal gastrectomy for early gastric carcinomas.
Surg Today 1999; 29:389-91.

10.

11.

695

. Maemura T, Shin M, Sato M, Mochizuki H, Vacanti JP. A tissue-

engineered stomach as a replacement of the native stomach.
Transplantation 2003;76:61-5.

. Fuchs JR, Nasseri BA, Vacanti JP. Tissue engineering: A 21st

century solution to surgical reconstruction. Ann Thorac Surg
2001;72:577-91.

. Ministry of Education, Culture, Sports, Science and Technology.

Annual report on the promotion of science/technology. 2003.

. Greenfield S. Chapter 10. The future: what are the options? In:

Tomorrow’s people: how 21st-century technology is changing the
way we think and feel. London: Penguin Books; 2004. p. 264-72.

. Dyson FJ. Imaged worlds. Cambridge, MA/London: Harvard Uni-

versity Press; 1997.

Greenfield S. Chapter 3. Robots: how will we think of our bodies?
In: Tomorrow’s people: how 21st-century technology is changing
the way we think and feel. London: Penguin Books; 2004. p. 45-79.
Watanabe G. Are you ready to take off as a robo-surgeon? Surg

" Today 2010;40:491-3.

12.

- 185 -

Wiggins OP, Barker JH, Martinez S, Vossen M, Maldonado C,
Grossi FV, et al. On the ethics of facial transplantation research.
Am J Bioethics 2004;4:1-12.



150—( 1322 ) — k% - 87% 9 5 (PR224E 9 H) -

KRR \CIER BB E B ILE
(Non-Occlusive Mesenteric Ischemia;
NOMI) #&7-L7-1%l

R wSAa L O ¥ ®BWUL WHE HE EE
Wz 28 ®BH tF HRE BZ

i+ G " - HE WAAEE+RIRE) 11360g, BEFEFR
H1331.3%, FAAREREI15R 3145, H &6, 830
JEBEM B & B A (Non-Occlusive Mesenteric g Tho7zo JBEBFRIIBEEZBWAIZTITo 7
Ischemia ; NOMI) &, BHEOZHMERLHE ikl (1) WLy, REAHREL
HEAEE Y XY A B HEBSRICBAZENASNT, TAFuA4 F, mycophenolate mofetili (MMF)
B ORI - IS, &R - TEHIRICHFEL, D5 %Rk, WiBSHBEETTIRUASY ST~
REBZMCBEOHRNS & HEEZEIRETH T4~ (0.01y) OBRAFREG 27072, W

59, BTHEBXYEHRBE o225 MKS8HEX
1. & i Uﬁﬁﬁﬁ&ﬁL?%,ﬁ%ﬁ%CT%ﬁﬁoﬁ

L EBOWELZRDY, BILERDELIHRR

B & 50, i BRROWY, LBHESRBBOMRESELRD S
¥ . esBek Nidol. MiEIHBLNICEDRHB LT

BUREE | 19965, FFERERE, WHEREEZIE A, BEEASUERHH. DU M E60mnHg
Ban, BHFEOZSHTERNRICTHARER &GEyavs7REB2EL. BERIC X 2KLE
XhTwvwi, 20084E 8 A23H X N37CHDFHE - Hay 0w, AR, BEFWNE T, H
TRIASHEHE, SHHEI VEEZ2HEBINAE BICRUCARCEBASILISHRELTEBY, 51T,
=2, #&2C T-Bil © 20.7ng/dl, PT :35.6%, EEHH5 S REBICH T CRDEBLE M- 72
Plt : 9.2x10%uL % &, HAEDRETH -7 BEOERLILEEZBD. hEEEKEREIC
£7-, MRCP RN & AR OERFAE 5 RIERS = v 7 25w, KBELHHE,
20, FEREEEIRE R RN, HBHE
DEEDEED D, YR E Ro7 . —

FrEEEREE 2/ L Cid, Child-Pugh 738251258 T i (FoD9) feckE
grade C, MELD R 2 7334 TH o7, PR Uty PCE 007

Atk - ABE 4 B BICEMIE % B U220k
O TI%EEDE, ERECEARSEREZ
#To Red Color Sign Bt A EEIRIE % 325 7248,
ZOMBE S MmO RIZED e h o7 &5
RERETHo728, ZOBRATTHRHLEAR
BT CEEhrod, 1 BRI o W E
TOTHHLERNRERR TR, SKEREITD
BETIId o728, HEOETORREZEDSBLL
o, AP REERRIROW > o7,

Aks HE, BEEx Fr—&L (MEH:O0

T. Bil, PT
“g3sagssss
I

0+ — 0
1 23 65678 90112013 WISEI6TI180%2 2282%2572%%7

(+)), AHRBISFBHELET L. 777 MF R

RWGA#BHE - HLSESR 1T AR ® & B8

Presented bf(SMedical*Online



— kL TISE - TR 9T —

E 2 BEAFHEBREEFTRBICHPHAR
R, MBoREEmIE, |MAEME
BERfa c . KK IC D FARICE
AL Z DIz
A b—<&E%, SRR E RN & BT L7,
Z0t, —H, REFMRIIELEN-DHDOD,

BUFEROE/LL &I, HME, LDH, CK
DL, RFET Y F—VANHE, X b=
SHMENRM, 5CMERT2RADLE, B
WFH#£188 BICH 4« BE % WifT L 7zo BB R
F—<# LD, 30cnB & US0cm 1 DREE DI
BB REICER, 72, MPNRSERE TR
EoFHKRE & VBREDBRARESBEL TV
(F2)o AP—<X 75O DOREIZIEE T
Hol-DT, APT/MEELEBRLT, AF—</H
ERE T o2, HHERDOKERETIE, MET
OFROEIM P EFIRANIC IR E RO, DR
BT, BEFTRLZEEL, NOMI L3HrL 7=
Z0t, MEEEOUWEHMNIZ PGE, DRk
5E2f7o77% B4FNEZ7THEEL YV BUHL
BEowm, nEKT, A b—<2»5o0lilm, A
F—<OERELSHBA L, £2HRELRRTD
D, WRAREEHIL, MERRELIT-20%
FREOSELR {, BHFME27H BICLZBES
é@:f%tbf:o

I. % £

NOMI 1%, BRIESIROBAZELR LICEBED R
Mz245KRETH LY, LHAHUERT RTIE
BT BREELEOSBHENIERTH L LEZ
ENTWVAEH?, BENLRICZLL, RER
RAEEEREE LR hvnE, FBTEII70~90
%l FOBEREZ, WELHENON DT
R,

Mitsuyoshi 5V, 13FDO&EE%Z H L IZ NOMI
ZEDEREAFB LU NOMI 28H) TR E LT,
UTDX) ZEBZET TS, QBRI
BX, BRIETTABHEER, @47a73
VIRERDELTAVa vy IRETHEZE, @
BMFEAOLE Y — F¥EdHb I &, OBAIETT
LHEELANVO LAV TH D, REFIZ, 508

151—( 1323 )

LR EETIZD o 72 b 00, FREEITFEE
W29 5 R F M TdH Y, Matsuyoshi H
DO~@DIEHE i/ L Twiz,

ISR DIEFE 2 K72 L T R W DB gL

PWIEETdH o 7235E121%, papaverine X PGE:

7 EOMEVLRE OR35S EE IR
BIZTHTEERIM0% T THEL-ZLEDHEDRD
NAHD, REFOD L S ICEEEE 2 RET HPTHR
BRONLGAEICIZ, ERBEOWKRICIZ, B
BORESB X UBREGEOMKEREZEO HRCOME
BIXURLMAMREA~D AT ERI IR
57)

JEZSFEHE & NOMI & DBE I, &4 AFRAREA
BBy ik, BEBRBEBHEEIC NOMI % %72 L72E
#1® & ABO MR #E & E AT BHEEOERY D
2BIDATH o7z, 2FOEFEEL LTIE, BE
HEZETHoT L LBEENHA L LTBHEE
BXY) MMF 28#5&8h Tl & Tholn
NOMI RHEH, 261 & & MMF %53k & h
THB Y, MMF (2 X 5 HLEREED NOMI DFERE
Lﬁ6#® SR EZ TOAMERIIRETE .

o RIEFITHHBHER X Y MMF O 5 % H
%Lfﬁb,wﬁﬂ%ﬁﬂﬁwﬁtotﬂﬁﬁd
BETELWDY, BERIRFAVULETHLLER
5o

= &

NOMI iz —BE55ET 5 &, BEETR L
AeETRMISETTA20E PHGEOENER
Thb, RHRR BIGRABIEETHY,
ERBHEBERE BV TLETTIERE 2D,
BEWWIEHEIIBE, 2 - BELTTHLNE
Thb,

X [/

1) Matsuyoshi, A., Obama, K., Shinkura, N. et al:
Survival Nonocclusive Mesenteric Ischemia Early Diag-
nosis by Multidetector Row Computed Tomography
and Early Treatment With Continuous Intravenous
High-does Prostaglandin E:. Ann Surg, 246: 229-235,
2007.

2) Bassiouny, H. S.: Nonocclusive mesenteric ischemia.
Surg Clin North Am, 77: 319-326, 1997.

3) Han, S. Y., Kwon, X. J., Shin, J. H. etal.: Non-
occlusive mesenteric ischemia in a patient on mainte-
nance hemodialysis. Korean J Intern Med, 15. 81-84,
2000

4) PEE, BREE, ERREZ IS EHEEEE SR
(NOMI). #4#f, 71: 286-289, 2009.

5) Konigsrainer, A., Steurer, W., Spechtenhauser B.
et al,: Nonocclusxve segmental mesenteric ischemia af-
ter combined pancreas kidney transplantation: Myco-
phenolate Mofetil as an Etiological Factor?. Transplan-
tation, 70: 695-696, 2000.

6) Takaki, M., Saito, K., Nakagawa, Y. etal.: Suc-
cessful treatment of nonocclusive mesenteric ischemia
that developed during the peritransplant period follow-
ing ABO-incompatible kidney transplantation. Clin Exp
Nephrol, published online, 2009.

Presented bL&Zechal*Online



148——( 1320 )

— k& BT - 878 9 5 (PR22F 9 A) -

FBEBEME

f

BRI A ER MR O JHEY &5
W a Ve H B o 8 R
T-tube 23Z=F L7z 1 #1

20 WE T0O

mE EF
/N R—ER

(& v & (<

BRI RHEE OB & BHE I BHEEOP R
BEICEDY, FLREROEMH, BEOHBS
12X ) QOL DIET R, EFKEOELELZRKL D
5o BPEDORER Y {4 FI2X B0, RIENIEE,
B FLF—Y, BREFHOWTNEERT 5003
MR IZEZSRD BV,

4E, BEZEBEYWE (H-]) BogesFeicwt
L, & FLF—IRHRENINEISRI)ET,
BEAICHBETO T-tube 12X 5 FLF—VICT
% LRI oW THET 5,

I. fE &

BE ISR, IR L) CRIFFEZIC
o LERFRHEZ T L. BRBELOHAEDNIR
a2, Y97 VER/VYELY VRERE
TE1265.1% ThH o7z 77 7 + OJEEIZHIXIR
Heds3 K - BEEHIEZ 1 RTHo72720, YA
B2 LRI XISE D 3 K% 1 RICHRE L7-8IC, #i -
BB A IYE L7z,

MERBIRIFCHoT K7+ —-T 7
FOWE 2 » AOREEER CT IZTHMEIC 5cm
KD fluid collection % §2H7=A%, HERRAEK R RAE
FOS b 207, KBS L HE LERBEE L7,

W% 3 » A, AST/ALT ® LA %0, Z0H
FESHBE L7 USICTHABREOIRZ 29,
HEORKE L L THMER fluid collection (2 & 5 HH
BORENEZ DNz, BB b ORI

F L 3+ — ¥ (Percutaneous transhepatic cholangio
drainage, LAF PTCD) ZiifT L7728, 74 F7
4 ¥ — O fluid collection ~DFEA % 720,

RIGAFRH - HALasR

H HEmW %A

HEe EE M B wohk
HE T4 B BZ

FREZHEYESHROBEEAEIZ X 5 biloma &
2 L7z BIKBAICHA L7 PTCD F2— 7
THEE, bilomaWEFBDO FLF—IDWEETHo 72
(H1)o FLF—YICTHEIZERICERL,
F0H, Fa—T2RBEENNED, NELE
Mo (K2)o ZHARF2—TI2LBFLF—
JICTEILBA#HZHFL TV, Fo—7THE
WWEBHEREZRIEL, Fo— 7TRBERHIAEAE
B X 5 REFHEE T2 72

RIEDPHEL-HRICS ¥ F 7 — 12T Endo-
scopic retrograde biliary drinage (ERBD) F = —
T % EE L7 B D Fluid collection 2 #% K7 #& I
BICFL—Y 2B L2ZBICHET L2#ERICT
fluid collection & #JHE & DE DO BEIZFED T,
REFEHOMEIELONI-E Bbh/,

L2 L, 20k, R4 ICBREKBEOIEEILRSY
By 2KiZ%2 Y, B625 PTCD 2HifT3 45 b,
JHE R, SBMIEEZ L, £FKREBOEE R
72U, AR - RENEEOATIISEEEE S A

T are
e ﬂ&ﬁaﬁﬂ
a) EHBEEREICTHNBEEOZFRLIREZZD S,

b) REEENEILE F L — VT, RARENEEHL
T biloma ZRFICFLF—Y L7,

1

Presented bb&gedi_cal*omine



— Bk & AZE - 875 9 & -

FLF—YFa—Tk
RIEEHNNED, PR
'ﬂ:%@’) 72

B 2

WL, BEMNERIT L. FRASOFEELEDS
L, 797 MEIREAEE L LY EL Y MEEOWY
SEERD EDOBBRIREAEORERETH >
720 MHEFEL H-JICEEL, B - #XZhE
hix, At RICX2EYEZHT LA, BE
WEEHICIXY HWERE Y 2om® RTBD F 22— 7
Z1ARTOEEL, SHEL Lz, RN O
SYUBEICEBE L FL—2 5 EH RN 220,
F-REEMICHPICEEBELARTBD F 2 —7
BEBLTBY, BHEBEINITFLF—T %175
72bo0n, BREEBHEEREZ LD,
BeFEWMET L. iiEBEYEHEMN XY
leakage % ZW 7275, BB & #81X intact T
Hotzo HXFNEERMIZ 2mRTBD Fa—7
PHBL, WMWCHE L, SLICREAEERIC
6Fr T-Fa—7%#MfL2dbTHZ L%, Fa—
FTORRE R - REET, FHEE - BENICE
BL” (A3). T-Fa—7#EHOMHEEMRKIZD
5L, METERWY, WEHELBERLRS,
XBICKEY RE L 72 WRRBHEZEDSL D
oD, FLF—YRFTHYH, BHROHE, T
M LFERAE TS RIERD - FREOWE 2 7R
D7 WEEHED S D leakage R4 1WA L
720 BILEE TLRRBOEE T LERE
XNBDAT, BHOH% leakage XV & %
ZL, WARBHEICEBL W FL—r2HE
L7

ZOBRETMREZADLHEL, EH5RBHRA
ik, 154 A, T-tube 2EL, OB, I
PEE 2 EEB LTV RTBD F 2 — 72 REWIC
DIz, AF2—TRNEEE#S » AOKRT
HE L. B, ek, 25REBCHERL,
MRBEEFTH 5o

I. % 2

R HE L AL S THE S PHE OB 1320~40% & $it
XN TWV5EY, 412 D-DBEOAFENKE L
T, BAAREIHLTEFLF—V#HERBD %,
¥ 732204 d ERBD TR LTwWa, H-J#l

149—(1321)

FFEZRY&BEST
E#IZ6Fr T-F 2 —
TeilEHIFHI L
%<, F0FEFHHE
% BEMNICEE L,

T, BEAREITHL FLF— Y247, LEH
HWTEWEHRZ, BRI LTUIFL =TV
PN— VIEEEERRAD LW FETIREAIHEIC
WinLTHY, ERisicT, BFERZHETT S
B ERERE L CW AERNSE V. RERITI,
ERBD % PTCD 2B LTD T ¥ F 7 —HEITH
ERFOOLNT, GLAYEHEM L2 FLF—
JICCREZBELZ-TEREXD VD, HERIO
BIRE REEEONLIEHTH o720 LDLT D
JREEBER, £ DEE, ARESCEEERT
Ta—F & HOTHATEETH 555, TN
RS EEL, T0 X9 BERNICHT2H
FMOY AL I VT2 BUHB T 2ENEETDH

bo HEMRIFEHED-DIEBIC BT B RARERAE

#HUT, FETICHRIEEZYBL T T-tube &
HEBEOEBREI#BESNTWSY, H-JHEHIC
BUWTHLERMICOZ2KEDS, BYSICELE
¥ BEERSHEREERVIEEIE, REHFAT
T2 fTo725HIZ T-tube ZATY ¥ FEF L
F—VE LT, BILEROBIETSEW
AHEVNERTHLEER Do

X 3

1) Zoepf, T., Maldonado-Lopez, E. J., Hilgard, P. et
al. . Balloon dilatation vs. balloon dilatation plus bile
duct endoprostheses for treatment of anastomotic bili-
ary strictures after Iiver transplantation. Liver Transpl,
2: 88-94, 2006.

2) Tsujino, T., Isayama, H., Sugawara, Y.etal.: En-
doscopic management of biliary complications after adult
living donor liver transplantation. Am J Gastroenterol,
101: 2230-2236, 2006.

3) Dulundu, E., Sugawara, Y., Sano, K. et al.: Duct-
to-duct biliary reconstruction in adult living-donor liver
transplanation. Transplantation, 78 574-579, 2004.

4) Hashimoto, M., Sugawara, Y., Tamura, S. etal.:
T-tube drainage for biliary stenosis after living donor
liver transplantation. Transplantation, 81: 293-295,
2006.

Presented bl' &%dﬁal*c}nline



|

1 o s wimsviims w5 e oot

38

F HABEMERGHE - ZE%E OITEE  tE
BREHER) Tk, BEEHEEEMEHNEREX
BEEO-RL L CHEMEMNERELRFERE
& (NKBEMERR) »&EBah. BERNOLRHE
BEMEHNEOREL L IZ, FHNEDEPEH
EEBEREL. brEOBEMERELHEET S
DDERNEZTHIZ LR E L WERE
WRE, FA4y., ZE, 2L TEED 4 7ET,
BERVHEDIDDT—F 2 77N —T (WG)
AEHINE Lz RIZEEEYHOSTHE2ZTE
L7z B, NRZBRICTHEO L. WG £~
W=t LTERABERE (BARNB2ES  HEHE
HESERKY). REFFEEE (BRARES
BETILRE) ., WAREEE HEEES A
HRKE), BEEANLEE WRERES . #F
KE) D4 AIMboThbWEL, S HITHE
ETOBRBEROH 5 LB EHEE (EMERE
By y—) LHREERECR{LEREOMET D
HTEMTFEE (RBEAFE) IZE7 FANf Y —
ELTHALTESH T EELE L,

9. BHOATHLNAERREL T 2%, €
WAL EEOEMEREFF I OVWTOMESE
b L. ZEOHEICHELWETFEEILTL
Yor—2arZBEWLES, BRENDEN
HEZOWTERDZERZ W LEL,

2009 E12 AW ERmE H T, EEICREIR
ETAIEIIRNT LA WG A2 N—13 44
BhEATHLATIC, H1AEOEEHEZHD
Tl A rEEL {, BEHICIERK EHET
RELHEO3EAPMBET AR E L

BUHGOAEL 346 ELHL #l

RENEREBO—WEL
BPIEHEHE

B kknm B - Weman IREL BB

B2 DMEEENV— LD, OY FUTESR
THIEELELA RAII2ASAH k) #3NI
O FYDFRTVICAD, B4B (&) FHific
FAFEENVHEF, £ LT #EREI4ERICT
YERVIEE, Lo BETL

GHEEHOorLORELTbADLE, &HM
BITFHELDoTWE LA, 12H4 H (£)
|Z British Medical Association (BMA). BT D
7 B (A) IZ Royal College of Surgeons (RCS),
8 H () iz Postgraciuate Medical Education and
Training Board (PMETB) &\ 72 3 2> DMk
AL E LA 2B, RCSEIMICIET Fr94 4
- RTEEFRETFOHRTERFREIIC, T2,
PMETB iZ id King's College Hospital ~& 2 ?
K HRATEE (UHKRFE) Icury FYTaRL,
RATREV F L7z,

ZTORELZBETHLMI o - REIDERY
A7 5L EBEFAEFEORRIIAD#EN TT,

1. National Health Service (NHS)

HE O E#E L Department of Health (DoH : H
EOEFEICHY) OTEHMEM#E LT NHS %D
Y. DoH & NHS 2EE R EMZEE E
BOBPERLTWET, 7271, NHSIZ L B{E
fE&HE DA, Private practice (PP) £wAa H D
2HNH, NHS ORBEDOHFTPPASTESL T AT A
T¥. 7272, HERNTPP %7 5121 NHS 01k
FEir—EDELTWwAZEXWETT. Lo
T, EMEEHE T LY, Consultant & V) HLALIZ
DOV EPPIEEFFEIN Lo HlIHLHD

IR
£39 -

W Weawes Vol 16 No. 1 2010

- 190 -



2 . British Medical Association (BMA)
ARICBITLEMESHRERETRL
#TY,

TWaBH

3. General Medical Council (GMC)

GMC REMDAEIC D o TOEBITEIH
THHEIEZFHE - BETHEEFzH->TwET,
EEICIEHFXNDOEMAHHELID Y A,
EETRELTH-DOICIE. BEMERZEICE
§% (Registration) T 2 LEXEHD T3, Thr
BERTHDONFGCGMC TY, BHOLDICIIER
HBa—RCHBLTWwAR, TN2BTLE
DPOFEAFBETT S, ZhaLvE NHS Db
ETEEMELTEBL I ENTERW AL R
2 TWET, ThE TGMCEHIZEE LOFiR
EICLB1ETLOREFTLED fit. 2RO
% 2T ARIFHICLY, 5FETLOHEHE
(Revalidation) 2VE A XN 5 DA, REDFEE
I C¥,

4. PMETB (Postgraduate Medical Education
and Training Board)

Z£[E13 England. Scotland. Wales. North Ireland
DL DOOWRIZFHPNTEY, EDELOHIT
%ﬁ®7U77AF$&ﬁ§ﬁﬁbh1wiLt

 BOEROT, H—LTEFL2EETLI-0
0)’%@5 E LT, 054FICH 7212 PMETB A%38% 3L &
hElL, COBEITEEERLLEORBEICE
ENTVWARBEMEHET 70/ 7 LA0OMELK
F2. BAT L EREi B & UEARE % PMETB 4379 & 9
WKho7e0TY, ZDORIEIEICH LEFEEDIE
?}ﬂié"r%d) ZTELKEDo L9 TTA PMETB

CINLOEBHLITI ILIIRTRTHDH,
%ﬁH$ OWHOTCEFTENTWEDNER
7FH T, HEDERICOWVTIZHIROHEE
(£33 T20#%8E . England 16, Scotland 2. Wales
& North Ireland T% 1) T® 4 Local deanery (2
FshThBh, ZOEFII2VTIEPMETB 2*
EHHICER (BEER) 2ffoTwEd, &
PEZ T AT T 5 & Certificate for completion

of training (CCT) A& i,

1 Royal Co‘llege of Surgeohs gi’%%’jd)@%’)ﬁ%ﬁ?

HREIBEFLZITI2EMPOOEHFELELSD
Mo TErTbhTwES, B, BRI
POMEERLBE BAEEFOA YT 2
PMETB (CBIT AR RE SN TEY., Wi
k. PMETB i3 ¥ Bi#f& %> Consultant % i3 5
GMC 2 W=7 2B BT TAPELOI LT
L7z

5. Royal College of Surgeons (RCS)

SE, BMED 3 ZIINFETLADT, RCS
REFRIL F L7e EENZIEW A A %R SEF T Royal
College -+ Vo MDY 345 Eflo
EETHOTNIZLTHHERDL O LEMEDIT
BNTVWET, HBRORCSOEHRH 5B
MIBEEICHW B0 TL (H1). EETIZ
England. Scotland . Wales. North Ireland 2 &
NZENRRCSHHH T4 I TRHIEREEBRE

O, BET 1T AOEK, Fellow SEEH

FEHORELRLORELHEoTET, LT 4
27 College 5l # DEEBRE 7> T, TOEHKRE
|2 Fellow of RCS (FRCS) O#HFZ{F5LTwE
L72A% FhzfF— L 72 &+ Membership of RCS
(MRCS) KEEL-OBFAD Iy 7 AD 1D
REITT, BEMEERBREIETHE, TLAL
NDEFIE 1L Royal College DEMMEE HIgL
Fo RCS TI3E4E. 50 A Fellow \[C TR E 1%
o TWwEd, RCSIEIMEFR0%, #h ik
B2 & SR % D Subspecialties @ Ik B A180~100

- 191 -

BEIBEL T2 KIHEOHEETY . RCS DEEIE
PMETB @ Fellow MESE (4108 > B, MRCS 2B (200
e _Topics
W' Wawes Vol 16 Ne, 1T 2010 39



[ sodoy |

FARY FOA) LERTErEbLR, BhH0
BEIIZTCWE A, 55BL ZOF % MERT
I ERBEREIRAL TOPERETL,

6. EURTOENE

EURNTIR CCTERZ LY, BIBLLHI LFE
TLENEERBRICAK TS, £ CCT &#
BEURDEZTHBATAEMEFEICIIR
TWEF, 2720, BR#hiEEdHy, HEOE
FEEREAZENBICIBECIELVEDLD
519 TT,

FUOEDNL) ZHlEOH, EMENOERIIE 2D
I fTbhtwid, EERE2EETLL2E
HOEAPEBO ML —= V72T d, FL
T. General Practionar (GP) #* & L IZEME
DA—ADELLPEERLE T, —E. ARHE
RRDIzL, BPFTOEETRDOLNTE A GP
1% Z DO Specialty Training % 3 £MI T, &
BB &M B & CCT 2B S h, ZOBIC

CEEVHLGPRENTEE T, —FH, BEME

aI— ZAEZEKT 5 E 2 ED Core Medical Training
DI, 4 ~ 6 f£ 0 Higher Specialty Training 7%
HoTWET, £ 2B T LCARRBIC KT
5L, CCTOERITBTEEY, ThrbFY
4. 5 4F Specialist Registrar & L CTEi# L. ¥l

ASE 1T 1L Locum Consultant & L T — %2 81 ) &t
BREICEA ST, TORICEAMNDEZDEDY.
F7-. BBEF LB SN E i Consultant (2FE
ETEAWUBRERDHA L VBN NTT,
¥EELTIE GP A535,000 A1 E 8V F3, GP 1
A%7201500~2,000 \DBEFEE % ST H-T
WET,
EMOBRERELZIT-VEEIE. 7, BHHEY
DGPIZH T obbhideh) TtA. LEHIZL
BELGPVEMELXZRBRNTHAL AT A LR
TWETH, ERICEMRICBAINE F— Rk
2~5%ICBELRNES T,
EEICEHALARIIC TEMORE] 55
DTLE I Do HMAPLELE. BEGEFHS
OO0, MEELTHRY EiFbhaizL T2
£ TT. FNIXGP LREEMED. EEFRR
FRBRWEFZTHRESCHBPTEI®A, LD
L. £EZHICMADEMIE. GPAIERESh S
PREOEETHERD N TV A0, KA M
B EZEIES R TW A2 5, EBRIOREIXS
TVDTY,
ZEBOREIZOWTIE, FREEL AR E
AR &V o 2o IR P REIFRROEE IR %
WEMEIC DWW TIZ NHS 2B O EMO AN EHE
2EoTVT, £ERHMORA PNEMERE =
B, O=T—=VdVEfTI VAT AL RZ2TWD
ZIT9,

{

i mﬁﬁﬁp&&gggjkxum

| F4mE, KEOEBREEEEM

PMETBAUEY —————

EHEORIILZMAEEE

o B L, HEDZOMAMAE
General eci ' o Y. N ;
| ey - DICEEBIICIED RoTdh
t ANV — - &
Certificate for Completion of 'fl.% EhT&22 Eathhh %
Training (CCT)D AR A L7 ZOEIELEY AT A
Zo S R gy
24 4B o -
f—emottas —— looe. | e N PEAMITICEROEL 2B &
wecialy | Madical Speoialt —  Registrar (4~ > Pk 2 : g
B ye | Tig| T " *'1 “B S B L SEADE N O/
- g’ . Al N _ HBI NI pAbE L.
1 Foundation
3 g3 i | IOEHRBEEFL TN
B i s e 3
" 3 I . [consuramstts | - b1 = 03 % fi6 1) C RSB
M2 BROEMEIE LTS, |
- Topics:

40

W' Waves Vol. 16 No. 1 2010

- 192 -




23

B

27

Impact of the National Access to Antiretroviral Prog
incidence of opportunistic infections in Thailand ‘

Archawin Rojanawiwat®1, Naho Tsuchiya®<!, Panita Pathipvanict

Wadchara Pumpradit?, Wolf-Peter Schmidt®, Sumihisa Ho as,
Pathom Sawanpanyalert?, Koya Ariyoshib:¢* :

2 National Institute of Health, Department of Medical Sciences, Ministry of Public Health, Tiwan
® Department of Clinical Medicine, Institute of Tropical Medicine (NEKKEN), Nagasaki Universit;
1-12-4, Sakamoto, Nagasaki 852-8523, Japan
ur Muang, Lampang 52000, Thailand

iversity Graduate School of Biomedical Science

€ Global COE Program, Nagasaki University,
9 Day Care Center, Lampang Hospital, Amph
¢ Department of Public Health, Nagasaki Uni

/attana Auwanit?,

1 Roa Nonithaburi 11000, Thailand
Sakamoto, Nagasaki 852-8523, Japan

, Sakamoto, Nagasaki 852-8523, Japan

ARTICLE INFO

ABSTRACT

Article history:

Received 24 April 2010
Received in revised form
30 November 2010
Accepted 8 December 2010
Available online xxx

Keywords:

HIV

Opportunistic infections
Antiretroviral therapy
Incidence

Thailand

iral Program caused a decline in HIV mortality in Thailand,
infections (Ol) remains unknown. The aim of this study was
ifferent Ols before and after the initiation of highly active
ART). Data from a prospective cohort at a hospital in northern
d. In total, 704 patients enrolled from July 2000 to October 2002 and
not on HAART were followed up until October 2004. In addition, 409 patients who started
HAART betweéen April 2002 and January 2004 were followed up for 24 months. The impact
analysed using Cox proportional hazard models. HAART Was associ-
3 duction in Ols. The reduction appeared to vary by type: tuberculosis
azard ratio (AHR)=0.2 (95% CI 0.1-0.5); pneumnocystis pneumonia (PCP),
(95% C1 0.007-0.1); cryptococcal meningitis, AHR=0.2 (95% CI 0.1-0.5); and
R=0.1(95% C10.06-0.3).In conclusion, HAART was very effective in reduc-
| cially PCP. TB and cryptococcal meningitis remained frequent in the early phase
etioviral drug therapy. More attention to prophylaxis as well as earlier diagnosis and
treatment for these Ols is recommended.

The National Access tgAn
but its impact on ]

Hygiene.

1. . Introduction

Highly active antiretrovi
decreased AIDS and AID.

ortality in developed
cently has HAART become

* Corresponding author. Tel.: +81 958 197 842; fax: +81 958 197 843.
E-mail address: kari@nagasaki-u.acjp (K. Ariyoshi).
! These two authors contributed equally to this work.

receiving HAART in middle- and low-income countries
at the end of 2008, representing an increase of 36% in
1 year and a 10-fold increase over 5 years4 The HIV
mortality rate has declined in middle- and low-income
countries but is still higher compared with high-income
countries, especially in the first few months after start-
ing HAART.>S Thailand has been one of the first Asian
countries severely affected by the HIV epidemic since the
early 1990s. The Thai government expanded the antiretro-
viral drug programme to the national scale in 2004, as
the National Access to Antiretroviral Program for People
living with HIV/AIDS (NAPHA).” This programme rapidly

1876-3413/$ - see front matter © 2011 Published by Elsevier Ltd on behalf of Royal Society of Tropical Medicine and Hygiene.
d0i:10.1016/j.inhe.2010.12.004

- 193 -

n
@

8 88 988 ¢ 9wy



8289

70

K

74
75
76

28 3 3

2R BN

«
=~

2 A. Rojanawiwat et al. / International Health xxx (2011) xxx-xxx

increased patient access to HAART by supplying a fixed-
dose combination of generic drugs (‘GPO-Vir'). As aresult,a
substantial decline in mortality has been observed (unpub-
lished data).

~ Since opportunistic infections (OI} are the major cause
of death in HIV-infected individuals, the decline in AIDS-
related mortality in the HAART era is mainly attributed to
the decline in OIs.8 There are several reports from high-
income countries in North America and Europe showing
that the introduction of HAART has greatly lowered the
incidence of AIDS-defining illnesses.2® It is known that
there is a considerable difference in the distribution pat-
tern of OIs in different geographical areas.!® There are
few data on the impact of HAART on Ols from low- and
middle-income countries in Asia and Africa. Several stud-
ies in Africa investigated the effect of OI prophylaxis on
the incidence of Ols.!1-12 However, only two papers evalu-
ated the impact of HAART on Ols, Badri et al.!3 showed that
HAART reduced the incidence of HIV-associated tubercu-
losis (TB) by >80% in a cohort study in South Africa. One
study from India reported changes in TB incidence before
and after HAART, but they did not quantitatively determine
the impact of HAART. Neither of the studies evaluated the
incidence of OIs other than TB.14

To determine the impact of HAART on AIDS in Thailand,

changes in the incidence of different Ols at a government
hospital in northern Thailand before and after initiation of
the National Access to Antiretroviral Program were exam-
ined.

2. Materials and methods

2.1. Study site and study populations

situated in the centre of Lampang province in 1
ern Thailand. The DCC was established in.Ogct
as an outpatient clinic providing treatment,
port for HIV-infected patients.!> Recruitm

up for further Olsaslong as
Thai govemment introduce

d'the GPO-Vir regimen into the
national health insuranceservice. GPO-Vir became freely
available for any HIV ‘patient fulfilling one of the follow-
ing criteria: low CD4 count of <200 cells/ul; or diagnosis
of AIDS. The incidence of Ols in these patients during the
follow-up period was used in the current analysis, with the
data from the first part of the cohort (before HAART) serving
as a control.

as the government integ

2.2. Data collection

For each participant in the study, sociodemographic
data and medical history [HIV-related symptoms, history
of antiretroviral therapy (ART), mode of transmission and
history of Ols] were obtained at the initial visit by trained
research staff through face-to-face interviews using struc-
tured questionnaires. In addition, a full blood count, CD4
cell count and viral load were measured. The CD4 cell
count was determined us""’ g a FACScan flow cytometer (BD
Biosciences, San Jose, SA) and HIV viral load was mea-
sured using a Cabas | HIV-1 Monitor Test (Roche
Diagnostics, Basel, Switzerland). Diagnosis of Ols was made
following the guidelines of Lampang Hospital, which are
based on the Thai ni uidelines.!? All clinical infor-
mation was collecte ree physicians specialised in HIV

ement of opportunistic infections

inical algorithms were used to guide the
prophylactic and therapeutic interventions
. e treatment guidelines of Lampang Hospi-
tal (m ed from reference'”). Briefly, as for primary
prophylaxis, patients with a CD4 count<200 cells/mm?3
B given two double-strength tablets of trimetho-
famethoxazole (TMP/SMX; 80 mg TMP and 400 mg
ally once daily or three times per week for pro-
ph laxis against pneumocystis pneumonia (PCP). The same
gimen was administered to prevent toxoplasmosis when
he CD4 count was <100 cells/pl. Fluconazole 200 mg orally
once daily or 400 mg once a week was given for prophylaxis
" against cryptococcosis when the CD4 cell count was <100
cells/pl. No primary prophylaxis for TB or Mycobacterium
avium complex (MAC) infection was given in this study.
These treatment guidelines did not change throughout the
study.

2.4. Analysis

To analyse the impact of HAART on the incidence of Ols,
HIV patients were grouped into before and after receiving
HAART. For the 756 patients who were recruited for the
cohort between 6 July 2000 and 15 October 2002, informa-
tion on Ols was collected up to 15 October 2004. For the
409 patients who started GPO-Vir at the clinic between 10
April 2002 and 31 January 2004, information of Ols was
collected for 24 months. Incidence rates were calculated
by dividing the number of patients developing an event by
the number of person-years at risk. To evaluate the impact
of HAART on the incidence of Ols, Cox’s proportional haz-
ard models with the time since enrolment as time axis
was used. Patients who entered the cohort before receiving
HAART arid who then went on to receive HAART during the
follow-up period were included as two separate observa-
tions. Therefore, hazard ratios were adjusted using robust
standard errors to account for within-person correlation
of disease susceptibility. Kaplan-Meier survival plots were
used to show the incidence of different Ols in relation to
CD4 cell counts at enrolment separately for the before and
after HAART groups.
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