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Abstract

The young investigators picked up the unsolved research problems in their own

specialties and carried out the research respectively with innovative approaches to
elucidate the pathological mechanism and to explore the new treatments in this research
group. The themes included a great variety of diabetes mellitus, gastroenterological
diseases, infectious diseases, dermatological diseases, and radiological practice. We have
obtained lots of interesting research results, and they are concisely described below with
respect to each field of study. A study started by Dr Nagao Ikeda was previously
discontinued due to his transfer.

1) Study on the current status as well as the change of treatments of lifestyle diseases
such as DM, using the large data in Japan and US (Researcher: T Sugiyama)

The current status as well as the change of treatments of lifestyle diseases such
as DM were investigated with a repeated cross-sectional survey, using the individual data
of National Health and Nutrition Survey in Japan and National Health and Nutrition
Examination Survey (NHANES) in US over multiple years. Several young researchers
who were interested in the study using domestic and foreign large data such as that of
NHANES were further recruited, and our research field has been enlarged. Consequently,
many research results were obtained making use of the epidemiological data. Four
conference presentations were given and 9 original English papers were published. The
present research results will be shared by many researchers and appropriately reported
to the administrative organs. We hope these results would contribute to improving the
lifestyle in the future.

2) Genetic analysis study on the high risk mucosa leading to esophageal squamous cell
carcinoma (Researcher: T Yada)

The system and the structure to investigate and compare the somatic variation
which might be associated with the progressive process of esophageal squamous cell
carcinoma has been set up. Namely, a genetic mutational analysis has been set up to
examine groups of the tissues of esophageal squamous cell carcinoma, the pre-
cancerous esophageal tissues of multiple Lugol voiding lesions and those without multiple Lugol
voiding lesions. So far, a group of 50 cases with multiple Lugol voiding lesions, a group of 152 cases
without multiple Lugol voiding lesions and a group of 73 cases with esophageal squamous cell
carcinoma have been enrolled. The clinical data (age, sex, BMI, drinking history, smoking history,
MCV, y-GTP and so on) were collected and arranged. DNA extraction of the obtained tissues were
finished, and genetic analysis will be performed soon using the panel.

3) Elucidating the clinical features of almost unknown intestinal spirochetosis
(Researcher: N Nagata)

Six hundred and seventy cases with intestinal spirochetosis were recruited. The
aimed analyses of incidence and risk factors, association with colon symptoms, difference
of clinical features by the bacterial strains, and treatment and relapse have been finished.
Intestinal spirochetosis was found in 8% of the subjects including HIV-infected patients
(the average age 55 years old) (submitted to a journal). It was disclosed that the risks of
intestinal spirochetosis are young age, male and HIV infection and that diarrhea and loose



stool are the clinical characteristics of this disease. Moreover, metronidazole was
administered in 61 out of 72 enrolled patients. Spirochetes on the large intestinal mucosa
disappeared in 44 (98%) of 45 patients whose histopathological images were identified
with colonoscopy before and after metronidazole treatment. Conclusively, many new
findings such as the efficacy of metronidazole to treat intestinal spirochetosis were
obtained.

4) Carcinogenic human papillomavirus and digestive system tumor
(Researcher: K Watanabe)

The present study disclosed that the incidence rate of carcinogenic human
papillomavirus (HPV) in the proctodeum is about 60% in HIV-infected patients. Therefore,
it was suggested that a screening system to examine HPV infection in the proctodeum
which is at risk of anal canal cancer should be established. In particular, MSM, CD4 + T
lymphocytopenia as well as a history of sexually transmitted infection are high risks of
anal canal cancer, and a screening of HPV should be selectively done in this group of
patients. The risks of condyloma (a precancerous lesion of the proctodeum) were found to
be immunodeficiency and smoking, which corresponds with the clinical data from western
countries. Carcinogenic HPV was detected in condyloma in about 90% of these patients.
More specifically, HPV16/18 was found in about 70% of the patients. Therefore, we think
it necessary to regularly screen cancer of the proctodeum. Taken together, many
significant findings on carcinogenic HPV were obtained in HIV-infected patients.

5) Multi-centre prospective surveillance study of bloodstream infections in Japan
(Researcher: N Takeshita)

In total, 3206 cases of bloodstream infections (BSI) in five hospitals were
analyzed: 551 community-onset healthcare-associated (CHA)-BSIs, 1891 hospital-
acquired (HA)-BSIs and 764 community-acquired (CA)-BSIs. The mortality rates were
higher in patients with CHA- and HA-BSIs than in patients with CA-BSIs. In addition,
we investigated the prevalence of Staphylococcus lugdunensis (SL), which is rarely
detected and more highly pathogenic than regular coagulase-negative Staphylococcus spp,
in blood culture specimens. Among the 3,284 patients with bacteremia, 7 patients had SL
bacteremia. Of the 7 patients with SL bacteremia, 1 patient died within 30 days, and 1
patient (14.3%) had infective endocarditis. All of these findings above are thought to be
very significant.

6) Study on developing “Teledermatology” in the area of tropical skin diseases to realize
global medicine of NCGM (Researcher: R Yotsu)

Teledermatology was preliminarily tried between DCC and Department of
Dermatology of NCGM to develop Teledermatology in the area of tropical skin diseases.
After the preparatory period, we started enrolling the patients for this preliminary study
at Travel Clinics of NCGM (DCC) from March 1, 2015. Nineteen patients were enrolled by
the end of March, 2017. The examinations carried out in the patients with dermatological
lesions were as follows: Verifying diagnosis, outcome and other clinical situation;
Comparing the diagnostic rate of tropical skin diseases among the photo images by
smartphone, those by digital camera and face-to-face examination. Consequently, 79% of
diagnoses by photo images coincided with face-to-face diagnoses. Teledermatology
between NCGM and Céte d'Ivoire could not be realized on time. School-based skin survey,
however, has been practiced 2 times to elucidate the distribution of skin diseases in the
school children of Cote d'Ivoire and to accumulate the photodata. Based on these research
results, we will aim at developing an application to evaluate the photo images of skin
diseases.



7) Immunostaining and in situ hybridization in cytologic specimens — A study to aim at
further clinical application of those (Researcher: T Iizuka)

Formalin fixed paraffin embedded (FFPE) specimens and imprinting specimens
of tumor sections from 28 cases of pulmonary adenocarcinoma (EGFR wild type 14 cases,
Exon 19deletion 3 cases, L858R 11case) were stained with anti-mutation EGFR antibodies
(D6B6, 43B2). Both staining had a high specificity but a low sensitivity less than 50% so
that it was thought to be difficult to apply it to the clinical practice at this stage. Moreover,
IncRNA MALAT-1 was in situ mRNA hybridized in FFPE specimens of pulmonary
adenocarcinoma. The cancerous cells were specifically stained with MALAT-1, but not
non-neoplastic epithelial cells in the background. However, cytologic specimens of
pulmonary adenocarcinoma (imprinting specimens) were nonspecifically stained to a great
extent with MALAT-1 in situ mRNA hybridization even after changing the staining
condition, resulting in no good result obtained as we had expected.

8) Study on comprehensive epidemiology and evaluating effective infection control of
multidrug-resistant organism infection (Researcher: K Hayakawa)

Isolation frequency of drug resistant bacteria was investigated in the patients
with a history of overseas hospitalization, in whom new highly drug resistant bacteria
might be detected with higher frequency. Thirteen (56.5%) of 23 cases were positive for
multidrug resistant organisms (MDROs). Among these, highly drug resistant organisms
which are hardly detected in Japan were included (OXA-48 carbapenemase-producing
bacteria, XDR-acinetobacter, vanA type vancomycin-resistant enterococcus, and so on).
Therefore, it was confirmed that preemptive infection control to prevent the spread of
MDROs 1s advisable before getting the result of screening whether such patient is a germ
carrier or not. The risks of detecting MDROs in returnees from overseas are travel areas
(Middle East, Europe and Asia), use of medical devices, admission to ICU overseas,
invasive medical procedures, and exposure to multiple antibiotics. In addition, we
presented a case report on traveler's diarrhea caused by macrolide and fluoroquinolone
resistant Campylobacter jejuni in a patient who has traveled to Malaysia at the eastern
Japan local conference of the Japanese Association for Infectious Diseases.

9) Building the base of imaging with effective atomic numbers by using dual-energy
computed tomography — Quantitative material decomposition analysis in the living body
containing fat (Researcher: T Arai)

Intrahepatic fat was estimated by dual-energy computed tomography (CT) in the
present study. Homogenized porcine liver and fat (lard), which were stirred in a vacuum
environment to prevent gas bubble contamination, were mixed in various ratios to produce
phantoms for fat density verification. The actual fat density was measured on the basis of
the phantom volume and weight, and these measurements were used as reference
densities. The fat and liver mass attenuation coefficients, which were used as the material
basis pairs, were employed in the material decomposition analysis. Then, the measured
fat density of each phantom was compared with the reference densities. Consequently,
intrahepatic fat density can be measured using the mass attenuation coefficients of fat
and liver in a material decomposition analysis. It was indicated that intrahepatic fat
density, if it’s newly added, supports diagnosing the progression of fatty liver with a non-
invasive method which was already diagnosed by CT images. Of course all these research
results are not shown in the performance specification given by manufacturers. If users of
CT share these results, it might contribute to performance evaluation of the equipment
and to its higher reliability.
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slucose tolerance. M, Kajio H, density measurements using dual-  [Shinozaki M, Sakamoto K, Technol
Sugiyama T. energy computed tomography: Yajima Y, Nozaki Y, Tajima T,
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B 0 2014 AR O VEfF AR (B AS, DCC-FZ G RHE 17 /1 BAMRIEELSE) 2/ T, 201643 A 1 H &
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implementation and preliminary results-. WHO Meeting on Buruli Ulcer 2017; Geneva.
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FEMEES B FOE
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F—U—F  AEEEERN, EREE - REHA. NHANES

B R SR CARAFZED BROIL. E R - B HA & KE National Health and Nutrition
Examination Survey (NHANES) D#EEAFEDEIE T — 4 & VT, FEIRIFEE AT EIEIH O FEHE L IRRNA
O E . KERBIET VA 2O TR 28 Th D, AFEEED H12H 720 . NHANES Z[H
WANDT — & 2 LT AF5EIC Bk O & 5 45 FF9E3 2 NCGM N TEE D | EHIICis s 21T -7, &
DB ZWM LT, FRER AR, FFERER L IRICORNIMENMTDNT, TORTEERLE
DELLTIZHNZET 5,

1

Sugiyama T, Horino M, Inoue K, Kobayashi Y, Shapiro MF, McCarthy WdJ. Trends of Child's
Weight Perception by Children, Parents, and Healthcare Professionals during the Time of
Terminology Change in Childhood Obesity in the United States, 2005-2014. Child Obes.
2016;12:463-473.

KETHE, ADNRIER - BIEREOTEFE - FEFRA 2000 FRHFARICET L o7 (90% % A VLA E---at
risk of overweight 7> 5 overweight ~, 95%% 1 /L'l k- -overweight 7> obesity ~) ., % DR
L LTk, AN - REE - EREEFEED L0 RBEEORELZ R L T, REOBGEIZ T T
BHTHZ L EMFELEZ MDD, NHANES T, AA - R#EENTOROEKEICHE Y
Lkl . EEHEEICZORPHAETHDLEEDLNIZZERH L, L IEMMASH Y | EE
DORED G2V LIBIRE D RIZOWT, KA - RiEE - EREEFEE N E DR L TWh Do
T RAEMWIIE O Fik & W THERB 238~ 7=, VW=7 — %X NHANES @ 2005-2014 T, 8-15
WO EMNGE Lz (EFEECRLED T 6,799 4) . fRE LT, EREFEOIEMHICET 5
akiE 2000 FERFRIC EFEZROTD, BIRIFAINIENWEE Th o7 GBEERICONWT
2005-2006 £ D 6.8%7>5 2013-2014 4D 18.8%~, Ptrend=0.02, AoV T 37.1%75
45.4%. Ptrend=0.09) , —7F., WAAN GREEIIZOWVWT, 25.9%0 5 25.0%, Ptrend=0.30) .
B YEAZ DU T, 59.8%70 B 54.1%, Ptrend=0.11) & {33 GRIKEITICOUV T, 28.9%20° 5 18.7%,
Ptrend=0.13) . AEGERIZOWVWT, 70.7%0>5 64.1%, Ptrend=0.13) O8I EH- 2380720 -
Too AEEmE LT, /NEARE < BIKEOESR - WO T IXEREFEE ORI TS Ly, AR
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B Tz O ERREEE L Da I a=r—2a L OWNR EER 5 RNPLELEZ bz,

Inoue K, Tsujimoto T, Saito J, Sugivama T. Association Between Serum Thyrotropin Levels
and Mortality Among Euthyroid Adults in the United States. Thyroid. 2016 ;26:1457-1465.

NHANES (3 [E B R - SR FAE & RRICEARNIIIBIBAIE TH D2, —HTH D R THho
T NHANES (2B L7 ADFELE L7z E 9 2 BEC L7z & L7e BRI & SERNZ DU Tl 21772
STEY ., TOETEMEIILL LTT =225 LR TE 5, ZORMEZFIA LT, —fRiic
BRI & PR3N 2 FUIR g sE O fiH N ©, TSH IEF & fE & TSH EF IR TH L Z &3 (FhE
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NHARIRBERE OB T O T L5 T O EFHZ2RMR) | TALIZH D Z LITHA~TRE & BT 50 %
N7z, ®5:% NHANES IIT (1988-1994)I2 &1 L 7= 12,584 4 D AT, 2010 4£ 12 A 31 HHIE
DESZMR L, fRe LT, 3,395 4 DTN REA L, TSH OIEF SENEEIZEET U A
7O EREEELE (HR 1.27,95% C1 1.10-1.47) . F£7=, EFKELHEICEECY 270k
F-LBE L7z (HR 1.17,95% CI 1.02-1.35) . AWFFEORK L LT TSH OIEFHHAANIZIHE N TS
WERIZERNH A Z ENHALZZ 26, TSH O EFEHFAIZ OV THEMRGALENS Ll
W &SRO T,

3 Tsujimoto T, Sugivama T, Noda M, Kajio H. Intensive Glycemic Therapy in Patients With
Type 2 Diabetes on B-Blockers. Diabetes Care. 2016;39:1818-26.

KETiX NHANES 72 ¥ OBF#E R Ofhic, NIH 238 &34t L72aF281cB LTk, — &SRB
TRBIZT — 2 HMOMEEDFIHTEL LT AT N T AR H D, 22T5Z2 LT H
ONTET —H PO RKBOREZS I EHT 2 HIELSL LTS, Action to Control
Cardiovascular Risk in Diabetes (ACCORD) trial i%. MR T O s{bEIEICEd 2 RCT TH D
23, SERACIFIERE DS OEAHIEREIZ IR U RS N 2 & VB L A AD IR T S v 7= kgt
ThbH, AlEl, Fx L ACCORD trial 07 — & ZEHA L, BEEEEOMHIC X 0 BLEIEREDIE
CRIETRHE DN E I RET Uiz, fER. B MR H L7z BEICRE T 5 & iRbFRIERE & 1t
SIIERE TR RITEN 2o 7208 (HR 1.08, 95%CI 0.83-1.42) | B3 L Tl
FAZIRET D & LB O RN E 2> 7- (HR 1.25, 95%CI 1.02-1.52) , L& LTI
BIL CTHIRBRDRERZ RO Tz, B WM AE TR D 2 & TR, T AR D02 TS ATREMER
b5 EIRRN S D05, B IEREROM RSB W TIMLBREN AL LRI E2VRIR S
77
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T, TNEFUHKEPROND 0T Lz, RERL LT, ERER - RERFEOT —F 0 b1E, 2
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1. EARZHRICRITIBMEDT —XA1 S5 ADRSE
« NCGMZZIDENSWIR. 3,206 EFIDOBEMMIE (hRREET7TOAER. HRICHITD
EZEREERESS1ER. AR DEZRREERE1,891ER) 251,
o EEREEREEREA. MPRENITNE. TPREIDETERASNC EDTSN,
N.Takeshita,et al., J Hosp Infect. 2017,;96(1):29-34.
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1. BORREOFTHHANDF A
o MEERBTCIRERENDEL, RET ROBKBXIDHERERMENSUNStaphylococcus
lugdunensisBIMEDZERZ &M IT D EEBHNIC E5eDT —IN—XZRAUE,
o 3 284ERDIMRIBEZMIER NS 7 EBID Staphylococcus lugdunensisE MYE 2z
gash. 308 TIE 1 B, REEMMWAERD 1 HIZSEN T,
Y Ainoda et al. Jpn J Infect Dis. 2016; 70 (4), 405-407.
2. BRISIE(CHITDEBLHN\DFIA
* NCGMICRITD4FEDEMIEDT —V & EC. [RARERIME (HABSD EA
T—7)VEEMRRFRGE (CRBSD HFZRAICERET DICH. HABSIFHE =R FRA XL
BELEXTERDFHBIBIZRICIZN DD EN, mIESNTZ,

1T REE 331 [0/H AN RIEFIEF S « FiliE= 2016 2 5
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1
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FeapEs - R BN U R 7 RSO BAR T EATAF ST
FEMGEESL B PO

SR E A REE S

%~U~F CBERE R, £ OR0E, BE TR
JERCR

Kﬁ TlE, BRI LR TR, R THD PEEEO/E] BRU [E72
HREE] O REEREE E D 3 BEH TRIB FERMIT 21TV, AR LR DN REETIC
B0 2 (RIS B2 RBOIC T2 Z L2 B E T 5,

BRI, A - BUEEEN S W RERTELEEEO U 27 NENEB 2 LNDEE (5 a)
2> DRI E SR L Rl E R, R ONEEIC NCGM CTRIER - bR 25k L BB 25 i f T
ENTBHEGIR D : BIEBARDORAF ST 5 FFPE A% A\ 5, %1% b)iZ FFPE fifkn)»
LI ZER L, RIYA X 0k z 425, Zhboilkns 77 o DNA 24l L,
TruSeq Amplicon - Cancer Panel Z N, ¥ —%7 v o —r 2 A %179,

ERIRDUILL T O TH 5,
DRV ASINE S

Wk 29 4 3 A E T, %15 a): 202 FiI(E 7258 50 Bl IEE7EHHE 162 1), xI5 b : BIENA
FE): 13 BIDXER ATV, BERAFE DY o7z, BRI, BEH - HIEGNIERD R0 o7z, BELL 72
ERRFARIZ. All protect tissue reagent (2% L 72 IRBE T RfE L. EE rTREEA(L L721%, AT
&K B F—~EB, 7Y —P—NICRE Lz, BREL i, #Ss nTaeE 4
MLt%AmLK%EmrbVmeAﬁ%méh/&ViﬁWA%i@@%@ﬂ%-ﬁEﬁ%?
VHE—~EDBI, Rl —NICRE LT, WEICEIERY EECREICH L TUIBRTZ ST RS
N TW5 FFPE Wikix, ﬁ#ﬁ%i&kbt& H*-ﬁﬁm ?/&~~L%ﬂ[mA%ﬁW
¥, R X —WNICRE Lo, Sl fﬁ%éhtﬁ@ﬁﬁ%aﬁ$%%ﬁi e alte
TEGIREELE LTEEO LN, JEFHEEILT —F ¥ —~FAXIZT&ELN, [y & — WT
THHEE - R LT,

2) FERIE A

X5 a), XRDITONT, i - B - BMI - fEEE - BYEE - MCV - ¢ GTP (34@EE & L

THMAE L, EEBICEML T, 8 alc oW I EISEEM AR AR BIERE 2170, HR DI

owfifﬁﬁﬁimﬁﬁ%ﬁbt D3 AR DG R A 21T - 72,
WIEHOFEROMEILLL F 0@ Y TH D,

iﬂ%%: FEORE: 702/, FEELDOEE: 67.85%. BEMNARE: 716
PERIB 1) - FEOHE . 48/2, FEEZORE . 133/19, BIEDAEE: 57/16
BMI : FIEOHHE: 22,06,  FFEFELEHHEE: 23.26, RIENARE . 22.66
BRI EE EEHHE : 5000, IEEZORE . 144/8, BIEDNARE . 61/11
ML JEE - EEOHEE . 45/5, FEEICOHE . 14210, BEDAEE : 48/22
MCV(fL) : FEORE: 9549, FEEEOBE: 9273, REMNARE: 93.99

vyGTPU/L) : FF68EE: 98.7. FEFEORE: 64.4, BIHENARE . 567



G AT OV TR - BUEENE D & 5 B 2 RRITHIA E ICHBREEZIT > TV oM, HEEES
BIEFEA52 ) TIX 1 B BIEBAZBO RN T2DITHR LO%) BIEDBANA VAT EEND,
£ O MERGO )75 13 1 FIEERIEN A ZTRDH2%), WHETARIC TIRIGZ /A2, 130 *
EOEIEIL, JOA Y A7 OmBERIRE LTSRS ELEEZ BRI,

3) & FHEHT

BB AR D 5 O DNA #iH X, Qiagen £ QIAamp DNA Mini Kit 2 T, a2 AYIER
% @ FFPE {75 @ DNA fli %, Qiagen #:0 QIAamp DNA FFPE Tissue = W\ TiT- 7=,
R 29 4 3 H E TICEEAENGHMA 513 105 Bk, BIES A D FFPE > 705139 ikl
HafTo7z, RT3 31 2 bu— L zEie 96 B 70/ /3 3V TR AT REZ AR & 72
S TW572, DNAIA 95 B 73 T LIcReSi T LIEIH OffbT 2175 2 & & Lz, &
Y7 ® DNA IZHOW TR E BIE TIREEZ T = v 7 LTV . AR LT
FFPE ¥ > 7 NE CITRENMEWFE R CTh o 7o, TNENEZENERIETHEMI L& 2 A,
S C AR AL 22.8ng/ 1 1. FFPE ¥ 2 7 /UM kI 2.68ng/ 11 & A Ic I 23 I i B C
bolo, I THEMMIK 15 7L FFPE Ho 70 9 Mifk% ¥ v © 7 Y —EXUKEHNC T
Quality check #17->72& Z A, Genomic Quality score (ZH[#& T4 3.93, 1£#E TV 3.63 &
Quality IZERNZ LR35 oTolzd, ZnEz i L CHWIUTRITIETRE L B 272, 95
YTV ONGRE LTE, BENABEFEFPE o 70) 9 il E726/ER : 41 #1, EEEH
BIERE 45 BIETRE LT, ZTNEIRED 50ng/nl L7225 X 9 M £ 72134 L < plating 1T
STEEETHY , BUEASRXNVOERGH TH D, 7HPIZ ERRTREOKE & Miseq 2 W 2T v~
DETTLHTETHD, ETIRE, BRI ROSH - IREZ1T> T <,



AR 2645 120

MRS REOED R LZVE A Ea~—ZIED RGO fE]

FEMIEES BT 2

SHEMEEA KH MR

F—U— R CIBEA Y e A~—F  WEPEREGER, AR, A hr=FY —

AN E S

[Ex] BE A ~—HZJEIL, Brachyspira aalborgi & Brachyspira pilosicoli 2 & A A5 3EiH K
JIETH D, AREBIT, RIBHBEREIZERT 2720 TR, I8, EEMER EoiERka 5 &k 2
FTZ N FARHDOENE FRIEDERN O DI ON I EBEHEH BB TH D, @Y RRE 21T
ZIE A DIER D FINCEGET A B0 HE SN TR, BREIZE > TELRITNIEe S Vs
JEGYED—D>Th 5,

AT TIE, RIERMOEIBLWIHEA R ~—Z OEFREEZASNNCT 20 Th L, BAEMRIC
1. RAEBE. VAR, 2.0 KIERE OBE, 3. HREEIC K SERKRBOEN, 4. IR,
B, HLNCT D,

[FEINRET — 2 N— 2N SRR E G KIpRREREZZED I b, FEMRBAEER K
Hl, AIEEE, HIVEEOFER L) L RBERA a7 2JITRETh - 72 670 BlOT — % 06 i
A a~—& LR E OBEEZRET 5, RIZ, BEAY T ~A—Z ORI E a2k — MIgEB 2k
W, TRESNE. BEREREZBEOMNCT S, A hr=F Y —/LONAR 1500mg X 10 A DO 1EHE% ORI
2RI TOREERER, £0ROEREERTT 5,

DRER]ERBRIENS, BB A0 ~—2BMD-0, Frikdt (T.pallidum HTEK) % 670 FI21T -
Too WEFLE W AT o7, BEAER~A—ZOBE, HIVEROFEIZL5E N, BEAER~—
& L B D VAL IR & WEAEJE & [RIARRICHRNT 21T o 72, EHI4FEER 55 k. HIV EYeE 240 5 BlE Texf
GEORHEAC O ~—F DOEEIL8. 1% Th o7, B, HFEH (60mLLT) | HIVIEREZITHEIZA
Er~—ZREOHEREW (K1)

X1

%
30 © S RE O ~—2DIEE P<0.001
25 24
20 - P=0.005 P=0.032

15 15.04
15 -
10 - 8.1
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o)

ZEEMRFTES. MSM, CD4<100. #ITARPEDRE (FEHFE) 2O ULARERHPVER YRS

Variables HPV (n = 286) without HPV (n = 135) Crude OR (95% CI) P value Adjusted OR (95% CI) P value
Age (years) 45.1211.3/ 49.9¢121 0.97 (0.95-0.98) <0.001 0.98 (0.96-0.99) 0.024
Malo sox 281(98.3)/ 114 (84 4) 10.35 (3.81-28.12) <0001 1.23 (0.33-4.66) 0.759
Alcohol consumption, none 145 (50.7)/ 63 (46.7) 1 (reference)

Light (150 g/'woek) 68 (23.8)/ 32 (23.7) 0.92 (0.55-1.54)

Maodorate (>360 g/wook) 73 (25.5)/ 40 (29.6) 0.79 (0.49-1.29) 0645
Smoking index', nover smoker 105 (36.7)/ 59 (43.7) 1 (referonco)

1-300 96 (33.6)/ 31 (23.0) 1.74 (1.03-291)

>300 85 (20.7)/ 45 (33.3) 1.06 (0.66-1.72) 0.086
Hyperension 2“2 M2y22(163) 0.65 (0.36-1.16) 0.146
Diabotes melitus 15 (52)/ 12 (8.9) 0.57 (0.26-1.25) 0.159
Dyslipidomia 17 (5.9)/ 11 (8.2) 0.71 (0.32-1.57) 0.399
Chronic kidnoy diseaso 6(21)3(22) 0.94 (0.23-383) 0834
Chronic kvor disoaso 63 (22.0)/ 31 (23.1) 0.94 (0.58-1.53) 0.800
Corticosteroid use 21(7.3/4 (30) 2.60 (0.87-7.72) 0.086
Route of HIV infection, MSM 274 (95.8) 87 (64.4) 12.60 (6.40-24.79) <0.001 5.85 (2.33-14.1) <0.001
CD4 <100 (colis/L) 66(23.1)/11 (8.2) 3.38 (1.72-6.64) <0001 224(1.00-501) 0049
HIV VL >50,000 (coples/mL) 64 (22.4)/15(11.1) 231 (1.26422) 0.007 1.21 (0.50-2.96) 0.675
Administration of HAART 205 (71.7)/ 111 (82.2) 0.55 (0.33-0.91) 0.021 1.21 (0.59-2.49) 0.609
Numbor of STis >2 200 (69.9) 45 (33.3) 4,65 (3.00-7.21) <0.001 281 (1.72-461) <0.001

Abbreviations: HAART, highly active anti-retroviral therapy, MSM, men who have sex with men; STis, sexual transmitted infections; VL, viral load
The smoking index was evaluated in cccasional and dally smokers and defined as the number of cigarettes per day multiplied by the number of smoking
yoars.

PLoS One. 2015;14;10:e0137434.



%o, Yu—<nl) 27 RF

B2 3JEHIV 24332 Hich2f], HIVERR 2446 ch326(ca > O— ZEHHIVER
[TYRT EbLho1=, HIERERTEHA O OO—E#FRTELL

Condyl Mo condyl Univariate analysis Multivariate analysis (n=2603)
(n=32) (n=2645)
Odds ratio (95% CI) Pvalue  Adjusted OR (95% C1) P value

Male sex, n (%) 32 (100) 1598 (60)
Age' 40 (36-47) G2 (49-70) Per 10 years, 0.467 (0.365-0.598)  <0.001 Per 10 years, 0.753 (0.520-1.091) 0.134
Asian, n (%) 32 (100) 2640 (100)
HIV infection, n (%) 31 (97) 213 (8) 353.9 (48.08-2606) =0.001 1765 (22.52-1383) =0.001
Syphilis infection, n (%) 8(25) 29(1) 3007 (12.47-72.48) <0.001 1.926 (0.749-4,952) 0.174
Positive HBs antigen, n (%) 4(13) 36 (1) 10.35 (3.453-31.04) <0.001 1.877 (0.539-6.544) 0323
Positive HCV antibody, n (%) 4(13) 106 (4) 3.422(1.179-9.931) 0.024 2,103 (0.634-6.977) 0224
Systemic Steroid use, n (%) 4(13) 233 (9) 1.479 (0.514-4.252) 0.468
Current smoker, n (%) 16 (50) 537 (20) 3.926 (1.951-7.900) 20001 1912 (0.876-4.177) 0.104
Alcohol drinker, n (%) 17 (53) 1470 (56) 0.906 (0.451-1.822) 0.782
Asymptomatic’, n (%) 13 (41) 888 (35) 1.263 (0.621-2.569) 0.520
Gl symptoms score

Increased flatus 1.7(1.1) 21(1.3) 0.760 (0.539-1.071) 0.117

Decreased passage of stool 1.9(1.5) 2.1(1.5) 0.936 (0.725-1.209) 0.614

Increased passage of stool 28(1.8) 2.1(15) 1.264 (1.054-1.516) 0.012 0957 (0.770-1.188) 0,689

Loose stool 4 (1.6) 1.9(1.3) 1.236 (0.998-1.530) 0.052

Hard stool 2.2(1.6) 1.9(1.3) 1.151 (0.907-1.460) 0.248

Urgent need for defecation 23(1.7) 20(1.4) 1.133 (0.914-1.405) 0.256

Feeling of incomplete evacuation 23(1.6) 22(1.3) 1.074 (0.838-1.377) 0.573

' median (interquartile range)
* The GSRS data were insufficient for 118 patients to tell whether they were asymptomatic or nat.

A2 O0—INBHo-DEILPBETEIEREINTERE. CDHEENAI RV THT-,
REHHPVERE Lo 0—TM88%ICEBHT-, dTH16/18typelda o0 —TEBEDTH AN
BELTEY., ZEEBFATLYRITH T,

H2lIMEa o0 —I 2/ LEEF L 00— E2ROLEI-BEOHEE

Condyloma (n=31) Mo condyloma (n=213)  Univariate analysis Multivariate analysis (n=189)
0Odds ratio (95% Cl) P value Adjusted OR (95% CI) P value
—Male sex 31 (100) 197 (92)
Age' 40 (36-46) 44 (37-54) per 10 years increment, 0.073 per 10 years increment, 0.998
0.712 (0.492-1.032) 1.000 (0.653-1.532)
Syphilis infection, n (%) 8 (26) 28(13) 2,298 (0.937-5.637) 0.069
Positive HBs antigen, n (%) 4(13) 14 (7) 2.106 (0.646-6.865) 0.217
Positive HCV antibody, n (%) 4(13) 16 (8) 1.824 (0.568-5.860) 0.313
Positive anti-Eh antibody, n (%) 12 (39) 52 (24) 1.955 (0.890-4.298) 0.095
Systemic Steroid use, n (%) 4(13) 30 (14) 0904 (0.295-2.766) 0.859
Current smoker, n (%) 16 (52) 70 (33) 2.179 (1.019-4.660) 0.045 3.828 (1.486-9.857) 0.005
Alcohol drinker, n (%) 16 (52) 126 (59) 0.737 (0.346-1.568) 0.428
CD4 cell count (/) 249 (60-412) 374 (124-580) per 100/l decrement, 0.014 _ per 100/pl decrement, 0,013
1.233 (1.043-1.457) 1.295 (1.056-1.587)
HIV-1 load (logo/ml)! 3.48 (1.70-5.15) 1.70 (1.70-3.99) per log,e/ml increment, 0.055
1.234 (0.996-1.530)
Homosexual contact, n (%) 30(97) 172 (81) 7.151 (0.947-53.98) 0.056
Treatment-experienced, n (%) 18 (58) 150 (70) 0.582 (0.269-1.258) 0.169
Asymptomatic, n (% 13 (42) 67 (33) 1.488 (0.688-3.215) 0.313
HPV infection®
Positive HPV-DNA, n (%) 25 (96) 113 (69) 11.06 (1.458-83.92) 0.020
Positive type 16 or 18, n (%) 18 (69) 51(31) 4.941 (2.017-12.11) =0.001 4.766 (1.838-12.36) 0.001
Positive oncogenic HPV, n (%) 23 (88) 96 (59) 5.351 (1.544-18.54) 0.008
Positive =2 oncogenic HPV, n (%) 19 (73) 58 (36) 4.914 (1.950-12.38) 0.001

'median (interquartile range) “The GSRS data were insufficient for 6 patients to tell whether they were asymptomatic or not. "HPV-DNA results are available for 189 patients.
HBs. hepatitis B surface; HCV, hepatitis C virus: HPV, human papillomavirus. .
Int J Infect Dis. 2015;37:70-6.
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WA D AR T O EY A F L WVin situ hybridization - & 572 AMKRISH % B e L72fF9E
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UiEAsES

(1) U255 EGFR HUfk (D6B6, 43B2) DYt MFI 21T o7, Z D%, il 28 1] (EGFR wild type
14 f5i], Exon 19deletion 3 ffil. L858R11 f5l) DR/~ U & ERHAKEA (FFPE BEAS) 35 X OVEEE( i A
B TEROYEET -T2, fERE FRICRT,

FFPEZEZ
DAB6 (Ex19 del) EGFRETZTE
wild Exon19
ype  del La5aR
. + 1 1 0 B 33%
e — 13 2 11 SEF96%
43B2 (inL858R) EGFREZTE
wild Exon19
ype  del La5aR
\ + 0 0 5 BLE : 45%
*E T 14 3 6 ZEE D 100%
StampE+E
D6B6 (fEx19del) EGFREZTE
wild Exon19
ype  del La5aR
‘ + 0 1 0 BE 33%
*E T 14 2 11 ZEE D 100%
43B2 (inL858R) EGFREZTE
wild Exon19
ype  del La5aR
. + 6 0 7 BE L T0%
RE — 7 3 3 SEE  63%

PUZE FL EGFR HUiK (D6B6, 43B2) X T 4L b FFPE AR AR Z Yuth U756, Friiim < 22 5% EGFR IZ i L
Too LU, JENRWHE &b 50%LL F Lo Te, AX U THEAREHWZHA X, FFPE AR TORER
LT A L 43B2 TREEMENMELS 2 Z ERMETH A EE X LD,

fih 7 —"7"72 5 b | FFPE FEAR CTHIZ B EGFR Sk a2 W2 B HH OB HE STV 523, F1
ORFRFEREIZERERY TEZORECRIVEHRINTEY, xR LRAKTH -2, Fx
1L FFPEBEARIZINZ ., A X U TREERTHRIPURORET 2 1T > 7208, FRRICHEICHBER H 0 | BLERE T
BRI T 2DITH LW EEZ N5,

(i1) fiiEHE AT IncRNA MALAT-1 @ in situ hybridization (3 AMFZEE AMFZE TR ERES & o> J[F]
#F5%)

1ncRNA MALAT-1 @ fififliJ% FFPE T in situ mRNA hybridization #4757z, MALAT-1 I3 fisimiaic
FERAICY L S L, RO IENEGME ER A COYRITTA LRD Lo 7= (T,
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