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SERLIEELICEHRA L 7o, /NRFPREREYYE Y — A T A TIE, SR NNL L 7R D
IR s SR 2 [T FR HH C & D multiplex PCREZ FAVNT,  EVHFHINC IS 1T 2 /N VIR 2R IR LE
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I. Double blinded randomised placebo controlled phase II trial of Shiunko Ointment local
application twice a day for 4 weeks in Ethiopian patients with localized cutaneous
Leishmaniasis.

This research 1s a collaborative project with AHRI, Ethiopia and Thammasat University, Thailand.

The following tasks were completed:
1. The development of protocol and associated documents
. Clinical trial site development

. Investigators and research team training

= W DN

. Obtaining approval from the ethics committees in Nagasaki University, AHRI (Addis Ababa,
Ethiopian), the Ethiopian National Ethics committee, and the the Drug Control Agency in Ethio-
pia.

5 . Initiation of the trial in April 2013

II. Determination of Primaquine in Whole Blood and Finger-pricked Capillary Blood Dried

on Filter Paper Using High Performance Liquid Chromatography and Liquid



Chromatography-Mass Spectrometry.
This research 1s a collaborative project with Thammasat University.
The analytical method for the determination of primaquine in whole blood and dried blood samples was
established. The method was validated and can be used for the analysis of routine clinical drug level
monitoring or pharmacological study.

The result of this study is being written for publication.

Il. Evaluating anticancer activity of B -eudesmol in Human Cholangiocarcinoma (CCA)
Xenografted Nude Mouse Model by Positron Emission Tomography- Computed
Tomography (PET-CT).

This research 1s a collaborative project with Thammasat University.

The anticancer activity of fJ -eudesmol was tested in xenografted nude mouse model with

2-deoxy-2-[F-18]fluoro-D-glucose (18F-FDQG). Positron emission tomography-computed tomography

(PET-CT) was used in the detection of the CCA size.

Twelve BALB/c nude mice were xenografted with CCA cell line CL-6 (1 X 106 cells). When the tumor

size reached 50 mm3, f3-eudesmol was given orally to the mice 100 mg/kg body weight, daily for 30 days.

PET-CT was performed every 10 days after the formation of tumor.

The results of 18F-FDG autoradiography showed that the tumors formed at the cell transplantation site

had a latency period of 3-6 weeks with high 18F-FDG uptake inside the transplanted tissue. The results

suggest that 3 -eudesmol is a promising anti-CCA.

The results of this study will be presented as poster presentation at the Annual conference of Tropical

Medicine in October 4-5, 2013.

IV. ldentification of areas of improvement for the SIDCER recognized Ethics Committees in
Asia and Western Pacific region.

This research Is a collaborative project with FERCAP

The quality of ethical review in biomedical research in FERCAP countries was assessed using the tool that

was developed and tested by FERCAP. The data were collected from 8§ ethics committees in 3 coun-

tries (China, Thailand and the Philippines). 145 protocols and informed consents were reviewed for the

areas of deficiency in ethical review. The data is being analyzed. The results will be presented as oral

presentation at the FERCAP Annual Conference (Nov 17-20, 2013) in Bali, Indonesia.

V. Identification of resistance of Plasmodium falciparum to artesunate-mefloquine



combination in an area along the Thai-Myanmar border integration of
clinic-parasitological response, systemic drug exposure, and in vitro parasite sensi-
tivity.
This research 1s a collaborative project with Thammasat University.
Identification of Plasmodium falciparum isolates with intrinsic resistance to each component of the
artesunate-mefloquine combination was analysed with integrated information on clinico-parasitologi-
cal response, together with systemic drug exposure of dihydroartemisinin and mefloquine, and in vitro
sensitivity of P. falciparum.
A total of 17 out of 29 P. falciparum isolates from patients with acute uncomplicated falciparum malaria
were recruited in the analysis. Resistance and/or reduced intrinsic parasitocidal activity of artesunate
and/or mefloquine without pharmacokinetic or other host-related factors were confirmed in six cases.
Resistance and/or reduced intrinsic parasitocidal activity of mefloquine/artesunate, together with
contribution of pharmacokinetic factor of mefloquine and/or artesunate were identified in seven cases.
Pharmacokinetic factor alone contributed to recrudescence in three cases, all of which had inadequate
whole blood mefloquine levels. Other host-related factors contributed to recrudescence in one case.
Amplification of pfimdrl (increasing of pfmdrl copy number) is a related molecular marker of
artesunate-mefloquine resistance and seems to be a suitable molecular marker to predict occurrence of
recrudescence.

The results of this study was published in Malaria Journal (Malar J. 2013 July 30, 12:263).

€4=pr-3 )|
I. In collaboration with the Department of Immunogenetics
1. A 3-day Research Ethics Workshop in July 2012 (40 participants from 10 countries)
2 . A 2-week course on Product Development in Oct 29 - Nov 10, 2012 (
I. MTM course
1. A one week course on Conduct Responsible Research
2 . Supervise MTM student Dr. Tien G on his MTM thesis :
II. In collaboration with SIDCER - FERCAP
A 4-day training course for Ethics committee Surveyors
1. China (First Affiliated Hospital of Tianjin - May 28-30, Nanjing Medical University Jiangsu - May
31-June 2, Chengdu Sichuan Province People's Hospital - July 17-20, Beijing TCM Dongzhimen
Hospital- Augl6-19, First Affiliated Hospital of Zhejiang Chinese Medicine University IRB,
Hangzhou - Sept 17-19).



2 . Thailand (Vajira Hospital - June 25-28, Siriraj Hospital - July 23-25, Chulalongkorn Medical
School - Sept 23-25)
3. Korea (International Vaccine Institute - Sept 9-12)
IV. In collaboration with Thammasat University, Thailand
A 3-day course on Drug discovery and development
1. Khon-khaen University : Aug 6-8
2 . Chiangmai University : Aug 23-25
3. Thammasat University : Aug 27-29
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Figure: High-risk HPV E6 and E7 proteins have a critical function in the development of HPV-associ-
ated cancers. E7 and E6 react with the tumor suppressor gene products pRb and p53 in host cell prote-
ins, respectively, resulting in induced cellular immortalization, transformation, and carcinogenesis. E7
induces hyperproliferation through inhibition of retinoblastoma (RB) family members and constitutive
activation of E2F responsive genes. E6 inhibits p53-dependent growth arrest and apoptosis, resulting in
the induction of genomic instability and the accumulation of cellular mutations. Degradation of p53

bypasses the normal growth arrest of the cell cycle from G1 to S phases.

Senba M, Mori N. Mechanisms of viral immune evasion lead to development from chronic inflamma-
tion to cancer formation associated with human papillomavirus infection. Oncol Rev, 2012; 6:

135-144.
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Figure: Molecular mechanism of RANKL / RANK / OPG system, and

osteoclast differentiation and activation.

Senba M, Kawai K, Mori N. Pathogenesis of metastatic calcification and acute pancreatitis in adult T-cell

leukemia under hypercalcemic state. Lukemia Res Treatment, 2012, 2012; €128617, 9 pages.

M. ERANILRRIAINVR-8RBEEEF ST-ARVABEOREMFICET HHE

RV AME (KS) 1, RHEAZHAENER R FiSEaof o) Ik o> TRESITbNS %
BN C, B CTARAEMIAD & ARMER DB 2> T 5, KSIE, 4 DORLRLANRH 2,
ERK A MR, 77U E AR, = RYRATR, AR (E e ) . 2 b
FER L OMBIR B TH 5, KSR T A LA (KSHV) 1, = A XEF OKSHED)
B1994FE I A Iz, HSEHDOE kAT A LA (HHV-8) TH 5., KSOIARA
X, PEEREARY —VE2EAT, BT, #HLUWEMILE M & RS 2t o T 5, #
HESEHIR R R R 5 A8 B 'Y (FGF-BP) 1%, FGFiEMAL L, RE TR L HBEEEBRICE 5T
5. FxlL, REICHT DEEEERRET, KSEETHD, BMME L EmRATER S NS
SHERMIL 7o MESEMIORRR R (FGF) 1%, IRETER, WMFE, MialE, #m, ok, &



B L BRI DR EARFERF ThH 5, FGF-BPIE, FGFx+ U 7—EHAE T, WREHK A
A v FoFL UTl<, HHV-8iZ, Mfuhsn L s, 24, Mgy 7+ v 7, 1 b1
FEAE, SRIERNEE, PLT AR b —Y R EREERZIEET 28R F 22— M35, LrLRRn,
HHV-8HlE, KSZ5| & ZFIIAR+70ThH D, MERSRIED T OHIVEZ ST Z DM 7
ANVAB X E 7T OAEYEGSE 2 > TKSHE S D LE X bvD, KSIE, #iE
R & S DT DR D 5. KSIZ, BMERIC K - THIE S WD ROSHEDOEREETEA 5
HBUTC, ~7u7y—y, 77 A<M, U URBREBHMRIIIBOBEZLE> TnD, ZOHL
WKSIE R D E T L DA OBLEOFfE 27k

BAUIMAE & SO REE, SERIRIED FOREIC X HBBRISTH D L EZ BN,
ARG, BHRPOGKSE CEROBOY 7Y VI REREBE LT,

T4, KSOMBIAEDOKFICEET 2MEEZHE R L DT, ILIHTPTHS.

High serum IL-6

11-6 vGPCR
receptor @ ﬂ
I rgsl
vFLIP VFLIP
1 1 P100 NF-xB
Enhanced processing signalosome
IL-6 signaling
INK/SAPK /
cascade
NF KB
/ Degradation
e LANA-
ranscription F-xB
HHV 8 anscnptional dime
eplsome NF<B hiL6
transcription

Senba M, Mori N. Pathogenesis of Kaposi sarcoma associated with human herpesvirus-8 infection. In:
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5.4.4 RSVTHR=E

The malaria unit published a total of 12 peer-reviewed papers in 2012/2013. These included publica-
tions in Cell, Host and Microbe, Trends in Parasitolgy, Journal of Infectious Diseases, Emerging
Infectious Diseases, and the International Journal for Parasitology. We continued our wide-ranging and
eclectic interests in malariology, publishing on a wide-range of topics including the evolutionary histo-
ry of Plasmodium, artemisinin drug resistance, immunology, vaccinology, population genetics, and

genomics.

We were joined by a number of international collaborators during this period, including visits from
Carol Hunja from Kenya, a post-doctoral researcher working on artemisinin resistance, Julie-Anne
Tangena an MSc elective student from Holland, Siaka Konate, an MSc student from Mali, and Salama Al
Hamidhi, a PhD Student from Oman.

PhD student Hussein Abkallo won a scholarship to the prestigious parasite genomics course at the Sanger
Institute in Cambridge, UK. Richard travelled to Saudi Arabia and China for invited talks and semi-
nars. PhD student Megumi Inoue graduated with a PhD following exciting work on immunity to malar-

ia parasites.

International collaboration continues to be a core future of the Unit. Throughout 2012 we were (and are)
actively engaged with international collaborators such as Michael Good and Alan Cowman from

Australia, Fancois Nosten from Thailand, Jun Cao from China, Tom Wellems from the USA, Chris



Illingworth and Ville Mustonen from the Sanger Institute in the UK and Arnab Pain from Saudi Ara-
bia. With these particular collaborators, we are setting up a large multinational project aimed at produ-
cing the first ever cross between P. falciparum strains in a human volunteer, and the downstream use of
selection and genomics to discover genes underlying virulence, immunity and drug resistance. This work

builds on our pioneering genomics work conducted with rodent malaria parasites during 2012.

<7V TR TlE~ 7 ) THE~OLAN T 7 v —F i PlasmodiumdiE(l, 715
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FEREIX123 L 2385 L7z, (Cell, Host and Microbe, Trends in Parasitolgy, Journal of Infectious Dis-

cases, Emerging Infectious Diseases, and the International Journal for Parasitology %)
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