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In line with the win-
ning of Tokyo Marathon by
an Ethiopian athlete Abebe
Bikila, I developed a big in-
terest about Japan since my childhood days. In addition,
the hardworking culture and technological advancement
of the country has always impressed me. These prompted
me to think about heading afar to the country for my PhD
study while the usual trend in searching for higher train-
ing by candidates from my country has been towards the
western continent. Thanks to my distinguished mentor
and guarantor, Professro Fusao Ota, who made my
wishes to come true only by a single e-mail message to
him, I finally managed to arrive in Japan in October, 2003.
I joined the department of Food Microbiology at the Fac-
ulty of Medicine as a research student from October, 2003
to March 2004 and then became in April, 2004 as a PhD
student in the department of Preventive Environment
and Nutrition, Institute of Health Biosciences of The Uni-
versity of Tokushima and graduated in March 2007.

As might have been the case elsewhere, the initial

= months of
my transi-
tion life
were very
much
stressful
where 1
had to
face the
culture
shock, ad-
justment
to the new
weather condition, oriental life, and above all to academics
and research. Even though, I started to integrate into the
system slowly but progressively, adapting to a com-
pletely different life style and culture was not an easy
exercise. It needed patience, observation and perseverance.
Had it not been for the kind help and encouragements
from my professor and some students, the hurdle and
stress would have been intolerable. Thank you all for
your help!

With the kind help from my professor and others

(Dr Tomoki Yabutani and Prof Junko Motonaka of Fac-
ulty of Engineering, The University of Tokushima, and
Dr Wataru Sugiura and his staff members of the AIDS Re-
search Center, National Institute of Infectious Diseases,
Tokyo, Japan), I managed to study various aspects on mo-
lecular epidemiology of HIV, such as immunophysiology
of trace elements in HIV, tuberculosis and intestinal par-
site infections and in apparently healthy subjects, and
immnomodification of tuberculosis by HIV or intestinal
parasite infection and published many scientific articles in

University of Gondar, Ethiopia (Preventive Environment and Nutrition)

My academic success in Tokushima

Afework Kassu, PhD

international journals. Some of them are;

1. Anddargachew Mulu, Afework Kassu, Belay Tesse-
ma, Gizachew Yismaw, Moges Tiruneh, Felek Moges,
Yared Wondminkun, Takeshi NishikAwa and Fusao
Ota. Jpn. J. Infect. Dis., 60, 193-195, 2007.

2. Zahid Hayat Mahmud, Suchiarit Basu Heogi, Afe-
work Kassu, Takaomi, Wada, M. Sirajyul Islam, G.
Balakrish Nair, Fusao Ota. Int. J. Food Microbiol, 2007

(in press)

3. Kassu A, Fujino F, Matsuda M, Nishizawa M, Ota F,
Sugiura W. AIDS Research and Human Retroviruses. 23
(4)564-568, 2007.

4. Kassu A, Nhien VN, Nakamori M, Diro E, Ayele B,
Mengistu G, Wondmikun Y, Yamamoto S, Ota F. Nutri-
tion Research. 27( 2)86-91, 2007.

5. Kassu A, Mengistu G, Ayele B, Diro E, Mekonnen F,
Ketema D, Moges F, Mesfin T, Getachew A, Ergicho B,
Elias D, Aseffa A, Wondmikun Y, Ota F. J Micro.
Immun. Infect. 40:116-122, 2007.

6. Kassu A, Yabutani A, Mahmud ZH, Mohammad A,
Nguyen N, Huong BM, Hailemariam G, Diro E, Ayele B,
Wondmikun Y, Motonaka J, Ota F. Eur. J. Clin. Nutr. 60
('5):580-586, 2006.

7. Moges F, Kassu A, Mengistu G, Adugna S, Andu-
alem B, Nishikawa H, Ota F.. World J. Gastroent. 12:1957-
1961, 2006.

8. Ota F, Ota M, Mahmud ZH, Mohammad A, Yamato
M, Kassu A, Kato Y, Tomotake H, Minato Y, Batoni G,
Campa G.. Caries Research 40( 1 ): 6 -14, 2006.

9. Mulu A, Kassu A. Assessment of the Physical Condi-
tions and Current Laboratory Practice of Health Care
Laboratories Carrying out Sputum Smear Microscopy
in Northwest Ethiopia. Tropical Doctor. 35( 4 ): 215-217,
2005.

10. Kassu A, Mohammed A, Fujimaki A, Moges F, Elias
D, Mekonnen F, Masayuki Y, Wondmikun Y, Ota F.
Clin. Exper. Immun. 138:122-127, 2004

11. Afework Kassu, Alemayehu Mekonnen, Abebe Beke-
le, Nuru Abseno, Endalkachew Melese, Feleke Moges,
Yared Wondmikun and Fusao Ota. Jpn. J. Infect. Dis,
57: 264-267, 2004.

I am now very happy that I managed to study with
various researchers and students during my stay in
Japan. I must mention that I and my professors managed
to get an academic agreement signed between my univer-
sity and The University of Tokushima, which will open
many opportunities for further collaborations in training
and research.

My sincere thanks to Japanese Government for
Monbukagakusho Scholarship and all involved in my aca-
demic and social life in Japan.
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Fig.1. Restricted bydrolysis pro-IL- 1 /3 peptide segment by kallikrein mk13
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FUesr AR50 B Ik g
TORBILARNVIEZEDD TRV EAHHLE L. 2D
D S caspase- 1A TFIRICBWCIL-1 o Taty v 7
WCHELTWABWEEIMEWZ 2RI E Lz, —
Fiv FHFBRTIEAY 7 LA UL REIALTWSHDT, &
DOHRE Tldcaspase- 1LV ITH ) 7 L 4 ¥ AproIl-1 4
D7y Y 7S LTw A TRESEZ bR E Lz,
FITAMEOAY 7L 4 v (mKL, 9, 13, BLO22) &
pro-IL-1 f &L LPSHE~ 7 v 7 7 — VMK % in vitro
ZBWTA Y Fax—=1L7AE A, mKISHEER DR
RAFIC175-kDaD G PERITL-1 g Z# 3 5 2 & # RI L
F L7, 72, Tutd y FEERVNE LR % & Tpro-
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BLeu-""Leu®d [ 2 YIWF L. pro-IL-1 8 ® Z OERM A mK13
WX AT TH B LA Sz (Figl)o FIZ, il
MALZAIC L D, mKISEIL-1 S g v b BT Mt ks o it
BORWBERNICRETLZZLIHLMIRDF LA
(Fig2) o BA 1 & 0 VB F I CIXLPSHIEC X D IL-1 B 2%k %
S A BRSO I R AE L omK13D/EAIC & D i
PR & 2 O MR ANIENDE RSN E L7z,
UEOMPEITRMLICELDENTE T LM
LPSSMEEIRAKF ¥ ANV T 72 7R Y OFBEHET 52
t’EEHﬂ/ FDYTF) Y TITOWTHIRZED TV E T,

Fig.2. Immunohistochemical detectlon of kallikrein mk13 (A) and
IL- 1 8 (B) inthe submandibular gland.

1) Yao, C, M. Karabasil, N. Purwanti, X. Li, T. Akamatsu,
N. Kanamori, and K. Hosoi, “Tissue kallikrein mK13 is a
candidate processing enzyme for pro-IL-1 § in the sub-
mandibular gland of mice”, Journal of Biological
Chemistry . 281(12), 7968-7976, March, 2006.

2) Yao, C, X. Li, K. Murdiastuti, C. Kosugi-Tanaka, T.
Akamatsu, N. Kanamori, and K. Hosoi,
“Lipopolysaccharide-induced elevation and secretion of
Interleukin-1 f in the submandibular gland of male mi-
ce”, Immunology. 116(2), 213-222, October, 2005.

3) Yao, C, W. Wei, X. Li, and K. Hosoi, “Acute phase pro-
tein induction by experimental inflammation in the sali-
vary gland”, Journal of Oral Pathology and Medicine, 34
(6), 364-367, July, 2005. (FRGEIZ M)



The prevalence of al-
lergic rhinitis is increasing
day by day. Histamine is the key chemical mediator of
this disease. Histamine H:i receptor(H1R), through
which histamine acts and histidine decarboxylase (HDC),
the enzyme responsible for histamine synthesis play the
prime role of histamine mediated allergic pathogenesis.
So elucidation of the regulatory mechanism may be note-

worthy to combat this disease.

We used HelLa cells for studying H 1 R regulation.
Histamine stimulation significantly increased both H1R
promoter activity and mRNA level without alteration in
mRNA stability. H 1R protein was also up-regulated by
histamine. H 1 R antagonist but not histamine H2 recep-
tor antagonist blocked histamine-induced up-regulation of
both promoter activity and mRNA expression. Protein ki-
nase C(PKC) activator increased H1R mRNA expres-
sion, whereas the activator of PKA or PKG did not.
Furthermore, histamine-induced up-regulation of both
promoter activity and mRNA level were completely sup-
pressed by a nonselective PKC inhibitor, Ro-31-8220 and a
PKCo and 6 selective inhibitor, rottlerin but not by
Go06976, a PKC a, f and u inhibitor. H 1R antagonists
have long been thought to block H 1 R and inhibit immedi-
ate allergy symptoms. In addition to this short-term ef-
fect, these findings propose their long-term inhibitory
effect against allergic diseases by suppressing PKC 0 me-
diated H 1 R gene transcription.

Nasal allergy model rats sensitized and provocated

by toluene 24-diisocyanate (TDI) was used for studying

TDI sensitizaition and provocation

Histamine Hi, Receptor and Histidine
Decarboxylase Genes as Targets of Therapeutics for Allergy

Molecular Pharmacology  Asish Kumar Das

the regulation of histamine synthesis by HDC. In TDI sen-
sitized rats, nasal allergy-like behaviors such as sneezing
and watery rhinorrhea were induced. Histamine content,
HDC activity and HDC mRNA expression in nasal mu-
cosa were also significantly increased after TDI

provocation. Pretreatment with dexamethasone signifi-
cantly suppressed all the above mentioned parameters.

These findings indicate that increased synthesis of hista-
mine through up-regulation of HDC gene expression
and HDC activity in nasal mucosa plays an important role
in the development of nasal hypersensitivity. Repression
of HDC gene expression and HDC activity by dexametha-
sone may underlie its therapeutic effect in the treatment
of allergy. On the other hand, except d-chlorphenirami-
ne, pretreatment with the H 1R antagonists suppressed
TDI-induced HDC mRNA up-regulation, HDC activity, his-
tamine synthesis and release. The potency of inhibitory
effect on allergy symptoms of H1R antagonists in the
early reaction had a close similarity to those of affinities
for H1R, but in the late reaction, the potency seemed to
resemble with those of HDC mRNA inhibition. These re-
sults demonstrate that in addition of antagonizing H 1 R,
some H 1 R antagonists alleviate allergy symptoms by in-
hibition of histamine synthesis and release through sup-
pression of HDC gene expression.

1. Das AK, Yoshimura S, Mishima R, Fujimoto K,
Mizuguchi H, Dev S, Wakayama Y, Kitamura Y,
Horio S, Takeda N, Fukui H. Stimulation of Histamine
H1 Receptor Up-regulates Histamine H1 Receptor
Itself through Activation of Receptor Gene
Transcription. J Pharmacol Sci 2007;103 (4 ) :374-382.

2. Kitamura Y, Das AK, Murata Y, Maeyama K, Dev
S, Wakayama Y, Kalubi B, Takeda N, Fukui H.
Dexamethasone Suppresses Histamine Synthesis by

‘ Repressing both Transcription and Activity of HDC

\ 5 days \ 2 days \ 5days ‘ 9 days in Allergic Rats. Allergol Int 2006;55 (3) :279-286.
T 1 T T 1 T T T 1 T 1 3. Miyoshi K, Das AK, Fujimoto K, Horio S, Fukui H.
Recent Advances in Molecular Pharmacology of the
10% TDI 10% TDI 10% TDI Histamine Systems: Regulation of Histamine H1
Sensitization Sensitization Provocation

—

Control (day,0)

After provocation (day,21)

Receptor Signaling by Changing Its Expression
Level. J Pharmacol Sci. 2006;101 (1) :3-6.

4. Miyoshi K, Kawakami N, Das AK, Fujimoto K,
Horio S, Fukui H. Heterologous up-regulation of the
histamine H1 receptor by M3 muscarinic receptor
mediated activation of Hi-receptor gene
transcription. J Pharm Pharmacol 2007;59:843-848.
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