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Department of Bacteriology.

Before the building of the new General Hospital and College of Medicine,
all laboratory scrvices for the Government Hospitals and Dispensaries were run
by the Government Pathologist and Government Analyst, Singapore, under what
judged by modern standards were very inadequate conditions. With the building
of the new General Hospital a Department of Pathology with a separate Mortuary
building was constructed,

: 'l B In 1925 2 donation was received from the Rockefeller Foundation for the
F] F I i \ I-‘ AI{S institution of a Chair of Bacteriology and Dr., A. Neave Kingsbury became its first
A A B4l holder. When the present College building was opened in 1926, the laboratory
services were reoreanised and the bacteriological work put under the charge of the
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one laboratory servant. The present excellent staffing enjoyed by the department

~- - . QLRAGEY. ‘ s v
/ is the fruit of his labours. The department was reorganised into suitable small
L labaratories and as funds allowed equipment was obtained. Realising that exper:

mental animals were cssential for bacteriological work, Professor Young organised

on a large scale the breeding of laboratory animals and it was this sure foundation

that has enabled the department to breed the large number of animals required

- - 7 ¥ . 2 - 2
N i rn, for its present work. In addition to teaching, routine bacteriological diagnosis
and vaccine production, Professor Young carried out rescarch work in leprosy, etc,

Perhaps because of his hypercritical mind he did not publish any papers,

Before the foundation of the University in 1949, most of the rescarch was

lN of the applied type which has proved to be of great valuc in its local applications
, : : ' ! yua STOCOICINISITY,

Hi-vulug}-, Dentistry, Pathology, Physiology and Clinical Medicine in peneral, Applxc'u'
research is still necessary and many local problems remain to be elucidated

\I k I i ‘17 % Examples of prie or academic research before World War I are the anthropological
L oL : .L/ : g ’

Ihe view that the field of pure research should ordinarily be left to the laboratorid
of Europe, America and clsewhere is no longer tenable for since the establishmen
of the University, the appointment of a larger number of well

- o 0 - - § qualified an
[ l) -) experienced persons as teachers has tended to increase this : o Thee
w1
Q) erve IS rOom DG collaboration

: _ between  the  biochemist, parasitologist,
bacteriologist, physiologist and the clinician




Early clinical research at NUS

THE PROBLEM OF DIABETES IN THE SINGAPORE
POPULATION AND THE IMPACT OF ORAL ANTIDIABETICS
ON ITS MANAGEMENT

Ann N Y Acad Sci. 1959:74:918-30
Ho Yuen

Singaporc General Haspiml,‘ Singapore

posed by diabetes mellitus are difficult to obtain. However, there is little
doubt that diabetes constitutes a large part of the problem of the care of
the health of the population.

Problem in Management

It is generally known that the Chinese culture emphasizes good food and,
in Singapore, this attitude toward food is shared by the other communities.
Hence, it 1s extremely difficult, if not impossible, to expect our patients to

adhere to a strict diabetic diet for long. It is chiefly for this reason that
Method of trial. The 67 trial cases were divided into three groups: Group the patients is related to the degree
A, those who did not have any previous treatment; Group B, those whg"%Per cent of male and 60 per cent
. . A . . . Itwould seem that chlorprepamide

were treated with tolbutamide; and Group C, those treated with insulin in female diabetics, but a definite

yrior to chlorpropamide thera be made without further investiga-

tion in a larger sertes of cases.

In relating the ethnic groups of patients to the number of cases with good
control of glycosuria, it is obvious that chlorpropamide is equally effective
in Chinese, Indians, and Malays.



Nearly 60 years of DM clinical trials
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A CLINICAL TRIAL OF SULPHONILYL-
BUTYLCARBAMIDE IN 51 DIABETICS

By Ronald Wells, ».n., mat.c.r. and Tan Bock Yam, M., n.s.

Until very recently the only successful methods of treating diabetes mellitus
were insulin administration and dietary restriction.  The use of insulin involves
at lcast one injection every day, in most cases for life, and is associated with
unavoidable discomfort to the paticnt. The dithculties in evolving and teaching
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Chicago
Hopeful

By Assoc Prof Paul Ananth Tambyah

I will never forget what one Singaporean returning

A/Prof Tambyah recalls fondly his Mg _ :
eI ey el from overseas training said, which helped me
resident in cosmopolitan inner-city

decide to go to Chicago, ‘“The only thing worse than

Chicago, and how being a trainee
meant being given “ownership” being a MO in XYZ hospital is being a registrar.

of patient care, learning how to
present and justify your own patient
management plans, and being able learn. Here 1in XYZ hospital, your job is to take the

to sit through teaching conferences s is
without beui%tg paged agway. subsidised workload off the consultants.” Of course,

In the U5, a trainee is a trainee. Your job is to

that was more than 15 years ago, and [ am sure




who was terribly ill had very low oxygen levels. It appeared to be a powerful pneumonia.

"After I had concluded that it was an overwhelming viral pneumonia and we needed to add high-dose
o o o csteroids, a very good medical student pointed out objects on the gram =tain that he couldn't identify,"
caye Malki.
than kS to S I O k When Maki double-checked the gram stain, he discovered budding yeasts. The patient had
overwhelming pulmonary blastomycosis, the first case seen at University Hospital. Maki and his teams

devised a very aggressive treatment plan based on the new information. & manth later, the patient
walked out of the hospital. Maki still takes care of him today.

/Ix“f The doctor leans forward in his chair when asked if he's all right with being wrong.
l..-"' SChGDI Dl: MEd" "I very much want my assumptions challenged,” he says. "Maothing gives me more fulfillment than a
7 and PLI]J]lC HEﬂ.I very smart medical student or resident saying, "Are vou sure that's what is going on with the patient?

It's especially satisfying if they show me where I'm wrong and we can do better.”
UMIVERSITY OF WISCONSIN
e
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Alumni Profile: Dennis Maki Deeply Connected to Infectious Diseases
News and Events Home

Dennis Maki, MD, the University of

. Wisconsin School of Medicine and Public Related Information
Media Contacts Health {SMPH) infectious dizease Wizconsin Medical &lumni
researcher, physician and professor who Aeeociation
Publications just won the Wisconsin Medical Alumni
As=zociation's top award, has a very Read More Articles from
personal and emaotional connection to a the Summer 2002 I=sue of
Upcoming Events deadly infectious disease. Quarterly

Maki's aunts died in their mother's arms of Ciownload the Summer
diphtheria at ages 3 and 4, years before 2009 Issue of Quarterly
the disease was virtually wiped out by an {pdf)
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An NMRC fellowship and two large
industry funded clinical tnals...
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Extraluminal J
® Early, at insertion
® Late, by capillary action

Intraluminal

® Break in closed drainage

¢ Contamination of
collection bag urine

Maki & Tambyah Emerg Infect Dis. 2001 Mar-Apr;7(2):342-7



Siver hydrogel catheters:

852 newly catheterised patients studied daily

CAUTI In controls: 21.2%

CAUTI in coated catheters: 15.4%
« RRO0.72,95% CI 0.68-0.84, P=0.03

Most effective for yeasts, staphylococci/enterococci

Little effect for gram-negative bacilli
» Maki, Knasinski, Halvorson, Tambyah SHEA 1998



Nitrofurazone coated catheters:

344 newly catheterised patients studied daily
— RR 0.672, P=0.30 overall

— OR 0.22, P=0.02 for GNRs

— Not effective for yeasts

— Little effect beyond 7 days
« Maki, Knasinski, Tambyah SHEA 1997



Allrma'or articles

Atlanta, Georgia

BACKGROUND

Since 1988, the Centers for Disease Control and
Prevention (CDC) has published 2 articles in which nos-
ocomial infection and criteria for specific types of nos-
ocomial infection for surveillance purposes for use in
acute care settings have been defined ' This document
replaces those articles, which are now considered obso-
lete, and uses the generic term “health care-associated
infection™ or “HAI" instead of “nosocomial’” This doc-
ument reflects the elimination of criterion 1 of clinical
sepsis (effective in National Healthcare Safety Network
[NHSN] facilities since January 2005) and criteria forlab-
oratory-confirmed bloodstream infection (LCBI). Spe-
cifically for LCBI, criterion 2c and 3c, and 2b and 3b,
were removed effective in NHSN facilities since January
2005 and January 2008, respectively. The definition of
“implant,” which is part of the surgical site infection
(SSI) criteria, has been slightly modified. No other infec-
tion criteria have been added, removed, or changed
There are also notes throughout this document that
reflect changes in the use of surveillance criteria since
the implementation of NHSN. For example, the

From the National Healthcare Safety Networl, Division of Healthcare
Quality Promotion, Centers for Disease Control and Prevention,
Atlanta, GA.

Address correspondence to Teresa C. Horan, MPH, Division of Health-
care Quality Promotion, Centers for Disease Control and Prevention,
Mailstop A24, 1600 Clifton Road, NE, Atlanta, GA 30333. E-mail:
thoran@ede gov.

Am | Infect Control 2008;36:309-32.
0196-6553/$34.00

Copyright @ 2008 by the Association for Professionals in Infection
Control and Epidemioclogy, Inc.

doi:10.1016/].2jic.2008.03.002

Teresa C. Horan, MPH, Mary Andrus, RN, BA, CIC, and Margaret A. Dudeck, MPH
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following:

e Clinical evidence may be derived from direct ob-
servation of the infection site (eg, a wound) or

CDC/NHSN surveillance definition
of health care-associated infection
and criteria for specific types of
infections in the acute care setting

ASB-Asymptomatic bacteriuria

An asymptomatic bacteriuria must meet at least I of
the following criteria:

1.

J

Patient has had an indwelling urinary catheter
within 7 days before the culture

and

patient has a positive urine culture, that is, = 10°
microorganisms per cc of urine with no more
than 2 species of microorganisms

and

patient has no fever (=38°C), urgency, frequency,
dysuria, or suprapubic tenderness.

Patient has not had an indwelling urinary cathe-
ter within 7 days before the first positive culture
and

patient has had at least 2 positive urine cultures,
that is, =10° microorganisms per cc of urine
with repeated isolation of the same micro-

organism and no more than 2 species of
microorganisms
and

patient has no fever (>=38°C), urgency, frequency,
dysuria, or suprapubic tenderness.

309

UTI-URINARY TRACT INFECTION

SUTI-Symptomatic urinary tract infection

A symptomatic urinary tract infection must meet

at least ! of the following criteria:

l. Patient has at least I of the following signs or
symptoms with no other recognized cause: fever
(=38°C), urgency, frequency, dysuria, or suprapu-
bic tenderness

microorganisms per cc of urine with no more
than 2 species of microorganisms.
Patient has atleast 2 of the following signs or symp-
toms with no other recognized cause: fever
(=38°C), urgency, frequency, dysuria, or suprapu-
bic tenderness
and
at least ! of the following
a. positive dipstick for leukocyte esterase and/
or nitrate
b. pyuria (urine specimen with =10 white
blood cell [WBC)mm® or =3 WBCrhigh-
power field of unspun urine)
c. organisms seen on Gram’s stain of unspun
urine
d. at least 2 urine cultures with repeated
isolation of the same uropathogen (gram-
negative bacteria or Staphylococcus sapro-
phyticus) with =10 colonies/mL in non-
voided specimens
e. =10° colonies/mL of a single uropathogen
(gram-negative bacteria or S saprophyticus)
in a patient being treated with an effective
antimicrobial agent for a wurinary tract
infection
f. physician diagnosis of a urinary
infection
g. physician institutes appropriate therapy for
a urinary tract infection.
3. Patient =1 year of age has at least ! of the fol-
lowing signs or symptoms with no other recog-
nized cause: fever (>=38°C rectal), hypothermia

i)

tract




Symptoms and Catheter UTI??

Table 1. Epidemiological Characteristics

of 1273 Patients Without CAUTI and 224 Patients
With 235 Nosocomial CAUTIs Identified in a
Prospective Study of Catheterized Patients™®

Characteristic “Eg.m'l:t []:ﬁ:}rTll P 8 re S e a r C h

Age, mean + SO,y 55.0£173 56.0218.3 47

e @ 7y <o NUIrses

guestioned
catheterized

patients daily

164 £6.5

_Iil |£| 1

iated urinary fract infection;
el Chronic Health Evaluation 1.5

Tambyah, Maki
Arch Intern Med. 2000 Mar 13;160(5):678-82.



Symptoms and Catheter UTI??

Table 2. Symptoms Referable to the Urinary Tract, Fever,
Leukocytosis, and Quantitative Pyuria in a Subset
of 1034 Hospitalized Patients With Urinary Catheters*

Without With

o Symptoms are

(n = 945)

P uncommon with
catheter UTI

mean £ S0, < 105L
Highest uri hite blood cell count, 11100 309+ 1065
mean + S0, /uLy

Arch Intern Med. 2000 Mar 13;160(5):678-82.



Catheter-Associated Urinary Tract Infection
Is Rarely Symptomatic
A Prospective Study of 1497 Catheterized Patients

Paul A. Tambyah, MBES; Dennis G. Maki, MD

F]

L Catheter-associated uninary tract infection 1s rarely symptomatic: a

Background: Catheter-associated urinary tract ﬂl’ﬂSpECtWE StUdY _Of 149? GEI’_[hEtEFIZBd_ patlents .

tion (CAUTI) is the most common nosocomial DA lambyah, DG Maki - Archives of internal medicine, 2000 - jamanetwork com

tion, accounting for more than 1 million cases eac| «-- Stamm WE Measurement of pyuria and its relation to bacteriuria. Am J Med. 1383;75(suppl

in US hospitals and nursing homes. 1B)53- 58Aricle. 25. Gamer JSJarvis WEEmon TGHaoran TCHughes JM CDC definitions for
nosocomial infections, 1988, Am J Infect Control. 1988;16128- 140Aricle. 26. Tambyah PAMaki

Objective: To define the clinical features of CAl ¢jiag by 481 Related articles All 9 versions Cite Save

Sefting and Patients: A university hospital; 1497 newly cant differences between patients with and without CAUTI

catheterized patients. in signs or symptoms commonly associated with uri-

nary tract infection—fever, dysuria, urgency, or flank

3 Desian: Fverv dav that the catheter was in nlace a onan- pain—or in |ELIL\ZL'I~'_"_-'ll.'IEiS. 1_':']1|} 1 of the 235 EPiSDLlEEi of
-"1*':*-'*-‘FI4-‘EI_J'1'-"' F“H“-'[Hm” December 16, 1999, CAUTI that were prospectively studied was unequivo-
This study was supported by research grants from Bard cally associated with secondary bloodstream infection.

International, Covington, Ga, and Rochester Medical Inc, i , o _ _

Rochester. M . ij: estricted vift for research i Conclusions: Whereas CAUTIs are a major reservoir of
OCRESLET, MiInn, dnd Dy an F””F:"” icted gift for resedrchin antibiotic-resistant organisms in the hospital, they are

infection control from the Oscar Rennebohm Foundation, rarely symptomatic and infrequently cause bloodstream

Madison, Wis. Dr Tambyah is the recipient of a Singapore infection. Symptoms referable to the urinary tract, fe-

National Medical Research Council Fellowship and the Acad- ver, or peripheral leukocytosis have little predictive value

; ) ) i ) for the diagnosis of CAUTIL.
emy of Medicine Singapore Travel Fellowship.
Dreconted in ngut ot iba Fiahth. Aneael Masting alihe... Arch Intern Med. 2000;160:678-682




ORIGINAL INVESTIGATION

The Relationship Between Pyuria and Infection
in Patients With Indwelling Urinary Catheters

A Prospective Study of 761 Patients

Paul A. Tambyah, MBBS; Dennis G. Maki, MD

S
>y

Background: Pyuria is universally considered as esser
tial for identifying urinary tract infections in noncatt
eterized patients. The utility of pyuria in the cathete:
ized patient, to identify catheter-associated urinary trac
infection (CAUTI), has not been adequately defined.

i
“

>

AL at
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Methods: We prospectively studied 761 newly catt
eterized patients in a university hospital; 82 (10. 8 m) dt
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Lln‘ne White Blood Cell Count per Microliter

Accepted for publication May 6, 1999.

This study was supported by research grants from Bard
International, Covington, Ga; and Rochester Medial
Inc, Rochester, Minn. Dr Tambyah is the recipient of a 0 102 10° 10° 105 105 107 108 10° 401
Singapore National Medical Research Council Fellowship.

Presented in part at the 38th Interscience Conference

Colony-Forming Units per Milliliter




More _
mportantly .W;

Table 1. Urinary Tract Infection Criteria
- I I
- 2 O O 9 of device placement being Day 1. and catheter was in place on the date of event
I I I and

at least 1 of the following signs or symptoms: fever °C); suprapubic
tenderness®: costovertebral angle pain or tendern

and )

a positive urine culture of >10° colony-forming units (CFU)/ml and with no more
than 2 species of microorganisms. Elements of the criterion must occur within a

timeframe that does not exceed a gap of 1 calendar day between two adjacent
elements.

Patient had an indwelling urinary catheter in place for
removed the day of or the day before the date of event
and

at least 1 of the foll

frequency=: d

tenderness®




The controversies continue

Controversies in Hospital Infection Prevention Pondering vexing issues in infection prevention and contrg

Classic Flipcard Magazine Mosaic Sidebar Snapshot Timeslide

CAUTI SCHMAUTI ! (part 4)

A new paper in Infection Control and Hospital Epidemiology takes
us another step closer to reclassifying CAUTI from a healthcare
associated infection fo a healthcare associated myth. Tom Fraser
and colleagues at the Cleveland Clinic worked with their ICUs fo
reach consensus to limit urine cultures in patients with fever to
kidney transplant recipients, neutropenic patients, patients with At least 1
recent GU surgery, and patients with evidence of urinary tract | n 3
obstruction. One year later, here’s what they found:

« There was no significant change in urinary catheter utilization CAUTIs
(approximately 70% of patient days were associated with .
catheter use 1 year before and after implementation of d oesn t
The number of e ulures ocered e by -5 exist

y ~50%.
The CAUTI rate fell from 3.0 to 1.9/1,000 catheter days, a
significant reduction of 33%.
There was no change in the rate of healthcare associated
bloodstream infections, and no change in the subset due to
Enterobacteriacae, which implies that there was no increase
in bacteremic urinary tract infections. The potential for bacteremia is a major reason for treating CAUTI.

A similar study from Mayo Clinic showed similar findings (50% reduction in urine cultures ordered and a 30% reduction

http://haicontroversies.blogspot.sg/2016/11/cauti-schmauti-part-4.html




Avian Influenza
IN Indonesia

Sulianti Saroso
Infectious Disease
Hospital, Jan 06




1957 “Asian Flu”
Dr Lim Kok Ann

"cou]d he

: of the chronie sick are

there is A small minority of young people among !l.u'm.
1t is, a8 the Minister s ‘_\-.hnll) unsatisfactory " for
them to be nursed for, ** perhaps, |I.n~ greater part of a
Jifo-time the company of older patients in all stages of

garminal illnces or of much greater age

g | hospital boards to cons
Lpogioni

rouped together without losing touch v
amilies

'“'—;']hiﬂ Minister reminded the local authorities that there
wore gtill many people—it had been estimate -
who were ocel ing hospital beds but who could be in
residential homes if they were available. A smaller
pumber of people living in homes would probably henefit
by being moved to hospital, These ill-used beds showed
tflu need for closer codperation between hospitals and
the local services, which should cover not ily the
atients on the hospitals’ waiting-lists but also the
patients who had returned to their homes. Both of these

oupe stood in special need of the help of the domiciliary
E:nlth gervices. These, the Minister thought, though
generally adequate, were too thinly spread in gome areas
and he urged their continned expansion.

The advice which the Minister has offered the hospital

eal authorities was based on Dr. C. Boucher's

report * on the survey of services for the chronie sick
and elderly. This survey was carried out during 1955 in

Subj., Lond, no, 98, 1067, H.M. Stationery

loor. 19, 1957
each hospital region by teams headed by a prin
regional officer of the Ministry. 'he teams colle
opinions a5 well as facts, and not {l st intere
part of the report is the chapter on the views on geria
as a gpecialty. At one extreme it was held that an el
patient should be treated in the general wards of
hospital, and geriatricians were regarded B T
practitioners of a clinical calibre who could not sl
claim equality with other consultanis.” There was
siderable prejudice sgainst ' geriatrie appointments
some ignorance of the possibi ty of reablement. On
other hand those who supported these appointments
gure that, thanks to them, the pre ‘e on beds
relieved, and the turnover improved. {
units had been remarkably successful : L
perbaps because the geris ‘s bilities
limited to the daily treatment of ants and bec
there was lack of junior medical and an insufficie
of almoning, ph rapy, and occupational-the
help. Though geriatries offers clinical opportunitie
unhmited interest and wide opportunities of reses
the survey found that the recruitment of junior
remained difficult and senior staff with guitable experi
were not always forthcoming. New units would entai
appointment of more physicianz with a clear underst:
ing of the social and medical problems of the eld
patient, yet the number of registrar appointment
existing units did not seem to meet the demand for s«
appomtmenis,

: .

Public Health

INFLUENZA OUTBREAK IN SINGAPORE
K. A, Lim

B.Se,, M.B. Edin., Dip. Bact.
» UNIVERSITY OF MALAYA

LECTURRR IN BACTRIRI

Avwyx Smimh
M.B., PL.D. Birm., D.P.H.
WORLD NEALTH ORGAN URER IN PZI'II"'.MICIL(H;\',
MALAYA

J. H. Haus
M.D. Birm., M.R.C.P.
' TROFESSOR OF BACTERIOLON UNIVERSITY OF MALAYA

J. Grass
B.A. Edin., L.R.C.P.E, D.P.H.
HURGRON OOMMAND IINCIFAL MEDIOAL OFFICER,
: RD, SINGAPORR

AN outbreak of influenza, which seems to have begun
i North China, reached Singapore in May, 1957. Influ-
4 is not notifiable in the island and no reliable figures
ar-overall incidence could be obtained. Moreover, a
Arge proportion of the population does not seek Westerns
YPe medical care, Mainly for these reasons, ouf detailed
pidy of the outbreak has been confined to the civilian
Population in the Sinmapore Naval Base, congisting of
Aval Base workers and their dependants, The main
[¥antages of this include fairly complete ascertainment

CASeR 2 P PAT T A

data, with certain other observations made in the Singa
Civilian General Hospital in the vity,

Clinical Findings

For present purposes, the clinical observations re
fo 208 patients with influenza admitfed to the
hoapital in the Base. Criteria of admiasion were diffi
to specify since they depended on mi 1y factors (agz
the patient, gereral state of health, avatlability of b«

Doctors were asked to assess their cases clinic:
in three categories—mild, moderate, and severe—bu
became evident that such classification was diffieult :
unreliable and it was accordingly dropped.

Table 1 shows the distribution of the 298 admit
cases by age and sex. At the younger ages little differe
is seen betwoen the numbe.s of males and females,
a8 ayre increasea fo ases are fewer, This is proba
due to a difference iy the numbers seeking treatm
rather than in the numbers affected. Table 1 also she
the duration of hospital stay by age. It is clear t
hospital stay was longest in the v young and the «
Young adults had the shortest stay.

Pyreria

All pationts had pyroxia, and they wore not dischar
until tIu«ir tomperatures had returned to normal. The m
duration of pyrexis over all ages was 241 0-87 days an
variod little

The moan tempersture on admission was 102-9°F and
moun higheat record wis 103-1°F. In 41 of the 208 cuses
highest record waa higher than the record on admission.
the pationts with tempeoratures below. 100°F on admissi
the temperabure - ruse ) - o7




3:14 Flu Fighter.

On the first Monday that I returned to the laboratory I got a call from Dr.
Huang who had attended the course we had been giving for Diploma in
Public Health students. He asked me if I would like to visit Pulau Bukom
with him to see some patients suspected of having got influenza from the
Hong Kong outbreak. “What outbreak?” I asked, “Hong Kong?”. It had
been in the papers, I was told, but I had not caught up with the news vet.
Hale confirmed that an outbreak of influenza had been reported in Hong
Kong and very likely the patients in Pulau Bukom, where Shell Oil
Company had a large installation and where some port workers lived, had
caught influenza from passengers off ships they had wisited. It was an
opportunity to perform our duties as a WHO Influenza Observer, appointed
by WHO in various parts of the world to detect new variants of influenza as
early as possible.

I went over to Pulau Bukom with the Public Health doctor and found typical
cases of influenza - the patients had fever, running noses, red eyes, some
cough,, and were miserable. I took throat swabs and blood specimens and
returned to the laboratory. I got some 8-day-old and some 14 day-old chick
embryos from Crawford Street where there were a number of hatcheries
(who thought I was making some kind of medicine with the un-hatched
chicks) and inoculated them with extracts of the throat swabs to which a
guixture of penicillin and streptomyein was added. Before the days of thesg
anuoio y

chicks. Then I waited. On the second day - Wednesday - I opened a couple
of the 14-dav eggs that had been inoculated amniotically, removed the
lungs from the baby chick and ground them up to make a suspension. I
mixed the clarified suspension with some chick red blood cells and was
elated to find that the red blood cells had clumped together as they would be
bv an influenza virus. I took the precaution of mixing the red blood cells
with a suspension made from lungs of un-inoculated chicks to show that

http://limkokann.blogspot.sg/

No MTASs/ RCAS

everv 24 hours. Identical packages were sent to the American International
Influenza Centre in Washington and other influenza virus laboratories
including the Hall Institute in Melbourne. I cabled Dr. Eric French to tell
him that I thought I had isolated an influenza virus but I could not type it
with the serum he had given me; could he help? It was Friday morning.

The specimens arrived in London on Saturday afternoon and sat in the
Airport icebox until the following Monday. French personally went to
Melbourne Airport on Friday night to retrieve the specimens that I had sent
him and immediately inoculated some chicks amniotically the way thathe
had taught me. On Sunday morning French went to his laboratory and
opened up some inoculated eggs and found that there was, indeed, a red
blood cell clumping agent present. He repeated the tests that I had done
using the same influenza antisera that he had given me and confirmed my
negative results. He then tested the chick embryo extract by another test
called the complement-fixation test (CIFT) which proved that our virus
isolate belonged to the Influenza A virus group (there were two other
gfiuenZa vitus groups, g S N

by the CFT) but was sufficiently different from other Influenza A viruses as
not be neutralized by their antisera in HI tests. his implied also that a
person who had experienced the old Influenza A viruses would not be
protected against the new variant. French called Sir Mac who came to the
laboratory to review his results then called the newspapers. On Monday
morning the Singapore Straits Times reported my coup with front page
headlines: “Brilliant Singapore scientist discovers new influenza virus”. In
llowing write-ups they called me Flu-fighter. I did not think that the

knew my Grand Uncle by marrage, '

memoirs under the title Plague Fighter.

The aftermath of mv discoverv of the new Influenza virus, subsequently
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3.7 My first invention

Professor Wilson Smith, head of the Department of Bacteriology of UCHMS
was an international authority on influenza viruses. To get a traineeship in
his laboratorvwas not an easy thing and was made possible for me because
of Hale’s influence. In the academic world, andespecially in England,
much is achieved through “old boys networks”. One goes through the
formalities of applying for a position, but the appointment comes because
someone influential knew someone with the authority to say ves. “Kwansi”
we say nowadays, though this term connotes some kind of nepotism or
corruption which was not always the case.

mlen I had just joined the Medical College staff, my Uncle Robert passeh

through Singapore on his way to the United States and he gave me some
advice. The first was: “To be successful in research choose a topic ignored
bv others and make it vour own specialtv.” The second was: “Find the best
man in vour field of study; go to work for him for a while and suck his
brains dry. Then, go and work for his greatest rival and suck his brains dry.
You will then be ready to work on your own.” I was notin the position to do
quite what Uncle Robert recommended, but being with Wilson Smith was a

Qﬁe step in the right direction.

J

Professor Wilson Smith put me to work with Dr. Margaret Edney, a staff
member of the Walter and Eliza Hall Institute of Medical Research in
Melbourne, who was on a staff-exchange appointment for post-doctoral
experience. Wilson Smith had this to say before he passed me on to her:
“Don’t publish anything on what you do here without letting me see it, and
don’t mention my name without my permission.” Besides Marge Edney,
other people I got to know well were Dr. George Belvavin, Senior Lecturer,
who was Professor Hale’s junior before Hale went to Singapore, and Dr.

Wise advice
http://limkokann.blogspot.sg/

3:9 Down Under

In the summer of 1956 I took two months leave to visit the Walter and Eliza
Hall Institute in Melbourne. The University then allowed a staff member to
be absent from his department during the university vacation so long as he
occupied his time usefully and caused the University no expense. Hale was
impressed, perhaps, that I had the entree to the laboratory of MacFarlane
Burnet, a Nobel Prize winner, and made no objections. On the way to
Melbourne I stopped in Sydney to call on C.J.S. Purdy, the leading
Australian chess player and author. The strong rivalry between Sydney
(even before the Opera House was built) and Melbourne was illustrated by
the following experience I had: when I tol

I was on the way to Melbourne, they cried

told Melbourne people that I had been i

luck!”

Two months was too short a time in wi
asked me to work with Dr. Eric French (a
out-break of influenza. He was also usin
Edney had been doing in London and I'w.
chart which Dr. French had not vet adopt
number of serum samples that he collect
testing them for influenza antibodies. H
throat swabs from patients from which
viruses by a method that I had not seer
involved the inoculation of patients’ materi
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The PLoS Medicine Debate

What Is the Optimal Therapy for Patients with H5N1
Influenza?
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No difference

Eifect of double dose oseltamivir on clinical and
virological outcomes in children and adults admitted
to hospital with severe influenza: double blind

randomised controlled trial

e OPEN ACCESS

South East Asia Infectious Disease Clinical Research Metwork

Abstract

Objective To investigate the wlidity of recommendations in reatment
guidalines io use higher Sian approved doses: of oseliamivie in patents
with sevang influsnza.

Dasign Doubls bind randomised Fial.

Setting Thirteen hespitals in Indonesia, Singapore, Thaland, and
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Risk factors identified by conditional multiple logistic regression for being viral RNA negative by RT-PCR on day five. Important
non-significant factors are also included. Patients with no detected influenza were excluded from analysis

Factor Mo of patients® Mo of events® OR (95% CI)

MNosa viral [oadt 304 213 0.73 (0,62 to 0.86)

Kamolsky score <504 35 15 0.24 (0,08 to 0.7B)

Child 48 0,62 (017 o 2.22)

Dauble dosa oseltamivir 3 112 1.27 (0.73 to 2.20)

Wirus type:

B 0.88 (03210 2.41)

H3MN2 0.72 (030 to 1.70)

HSMN1 0.03 (0.00 to 0.64)

H12009 1.01 (0.34 to 2.97)

H1MN1-pdm Relerance

AT-PCR=reverse franscriptase polymerase chain reaction.

"Total number of patients in aroup and total number necath |y 1nding and sponsorship: The study was conducted by the South East

TARer log,, (x+1) transtormation, odds ratio cormasponds 1o

4Patients with score <50 require frequent medical anention  ASIA INfectious Diseases Clinical Research Network (www.seaicrn.org/
) and supported by the National Institute of Allergy and Infectious

Ihe sudden emergence of pandemic HIN1 virus in 2009, the

persistent circulation of highly pathogense avian HIN1 viruses

Diseases and the Wellcome Trust of Great Britain. The Singapore site

across large reguons of the world since 1997, and the recent

emergence and spread of avian HTNY influenza vires in China ™

was supported by the Singapore National Medical Research Council.
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It turned out to be swine flu not bird

flu that came...

HOME Video Finance Lifestyle  Travel Weather  Discussion TV Shows
ASIA PACIFIC Home »

SINGAPORE NEWS Emal Srprint AL AFL
WORLD

BUSINESS Singapore reports 12th H1N1-related death

SPORT . N
SINGAPORE: & 41-year-old male foreigner is Singapore's

TECHNOLOGY latest H1MN1-related fatality, and the 12th so far,

The Health Ministry said the man had a history of

ENTERTAINMENT diabetes, The cause of his death at Tan Tock Seng
Haospital was certified as pneurmania due to H1M1 flu
HEALTH infection.

SPECIAL REPORTS The rinistry added that the number of patients seeking
help at polyclinics for acute respiratory infection has

E decreased,

The ministry, which tracks the cases on a weekly basis,

Wi 4
miask

YOURMEWS said the number had dropped from sorme 20,435 for the "';;_","r'__"_ J'I ! : "
. week starting August 2, to 15,4386 for the week starting e !
7 Day Mews Archive August 9., ! ! Photos 1 of [ 0] 2|

It added that the data from the influenza bio-surveillance
programme showed that the propaortion of HINL flu cases
detected among patients with influenza-like illness seen
at polyclinics, GP clinics and hospitals in the week of
August 2 continued to rermmain above 50 per cent,
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Transmission of Influenza AH1N1 (2009) in 48 cases linked to
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Fig. 1. Pictogram on the transmission of the 48 cases linked to the dance club outbreak.

Abstract

Introduction: This paper describes the epidemiology and control of a community outbreak of
novel influenza A (HIN1-2009) originating from a dance club in Singapore between June and
July 2009, Materials and Methods: Cases of novel influenza A (HIN1-2009) were confirmed
using in-house probe-based real-time polyvinerase chain reaction (PCR). Contact tracing teams
from the Singapore Ministry of Health obtained epidemiological information from all cases via

Window of exposure
14 ———

telephone. Results: A total of 48 cases were identified in this outbreak, of which 36 (75%) cases g L

were patrons and dance club staff, and 12 (25%) cases were household members and social ..; 8

contacts. Mathematical modelling showed that this outbreak had a reproductive number of 5 64
1.9 to 2.1, which was similar to values calculated from outbreaks in naive populations in other E

countries. Conclusion: This transmission risk occurred within an enclosed space with patrons =4

engaged in intimate social activities, suggesting that dance clubs are places conducive for the
spread of the virus.

0 2| 7! H Fig. 2. Onsetchart of48 influenza
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Ann Acad Med Singapore 2010:39:299-302
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91 new confirmed cases of Influenza A (H1N1-2009)
03 Jul 2005

Situational Report

Singapore has confirmed 91 new cases (679th — 969th case) of Influenza A
(H1M1-2009) today. bringing the total tally to 969 confirmed cases. Investigation
are aon-going for the remaining 97 cases. Of the 89 cases investigated yesterday
there were 61 local cases and 28 imported cases

Coping with Influenza A (H1N1- 2009)

2. H1M1 is now a global pandemic. It is widely circulating in all countries and
communities. The virus is here to stay, just like other influenza strains
Fortunately, the current strain remains mild, except for high-risk individuals with
underlying medical conditions where complications and even deaths may occur
Our focus is on caring for those with more severe illness

3. Many countries no longer track the number of infected cases or report them
The listing of countries with reported confirmed cases is therefore becoming
misleading

4. Likewise, travel advisory is also becoming less useful as the risk of picking uj
the wvirus at home or in any other country has evened. That is why the WHO
does not recommend any travel advisory

5. Instead, the approach in managing this virus should be largely based on
personal responsibility. All Singaporeans should observe good personal hygiens
at all times. If thev are unwell with flu-like svmptoms (fever. couah. sore throat

Breakdown of Total Confirmed Cases

DETAILS OF NEWLY INVESTIGATED CASES

Classification
(1) LOCAL
A)Community clusters
RiverlifeChurch
Butter Factory
Workplace
Republic Palytechnic
Fishermen of Christ Church
Maju Camp
NUS Orientation Camp
Pulau Tekong Camp
Clementi Camp
Folice Coast Guard
(Brani Base)
Social (Party)
Social (Tour Group)

Raffles Institution Boarding

Jurong Camp

NUH Cluster

Local transmission from
B).

imported case.
C)Unlinked
(2) IMPORTED

TOTAL

MNew cases
61

= = DO 000

38
28

Total
504

10
44
3
95
13
23
6
10
58

8

A
16

4

7
5

17

181
368
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SAF STEPS UP MEASURES AGAINST H1N1 VIRUS

1. In view of the community spread ofthe H1M1 virus in Singapore and confirmed cases among Singapore Armed Forces
[SAF) personnel, the SAF is putting in place additional measures which have been planned for against the H1M1 virus. These
measures will ensure that the SAF maintains its operational readiness, our servicemen will be protected against the H1MA
virus, and the training of our servicermen will continue.

2. Measures that will be taken SAF-wide to detect cases early include active surveillance for flu-like illness as well as
implementing daily temperature monitoring regime and self declaration by SAF personnel if they feel unwell. All SAF medical
centres are H1M1-ready based on the criteria established by the Ministry of Health (MOH). The SAF medical centres are also
stocked with the Tamiflu prophylaxis to treat infected personnel. In addition, these centres are equipped with rapid test kits to
diagnose H1M1 cases.

3 Servicemen who are confirmed to be infected with the HIM1 virus will be referred to public hospitals for
treatment. Fersonnel who have been in close contact with infected servicemen will be issued with a Home Quarantine Orderin
accordance to MOH policies. They will manitor their temperature twice daily and pravide daily updates on their condition to their
units. This is in line with existing MOH guidelines.

4. To prevent the further spread of the virus, units with infected servicemen will be physically separated from the other units
in the same camp. The premises of the infected units will also be disinfected. Additional measures which will be taken include
systematically screening for the H1M1 virus in all personnel exposed and nasal swabs for virus-testing, and prescription of the
Tamiflu prophylaxis.

5. The SAF will continue to monitor the situation and emphasise the impontance of social responsibility, vigilance and
persanal hygiene to all its personnel.
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ome quarantine orders

No more leniency: Tough penalties await those who break the rules

Clearly in no mood to tolerate

socially irresponsible

behaviour, the Government
yesterday spelt out what it
expects of those served with
home (lu(lr(mtinc orders
showed just how
tough it is prepared to get

from now. M. NRMALA exy

—anc

TAGGED IF YOU
STILL LEAVE HOME

ANY individual who breaches
a home quarantine order will
no longer just be issued with a
warning. He will be electroni-
cally tagged immediately. At
last count, 14 people broke
quarantine orders by ventur-
ing outside their homes.

TAGGED IF YOU DON'T
PICK UP THAT PHONE

INDIVIDUALS are checked
via electronic cameras in-
stalled in their homes.

They need to turn on the
cameras when Cisco officers
make their telephone checks.
But some refuse to answer.

As of now, a quarantined
person who does not pick up
the telephone after a third ca{l
is made by Cisco officers will
be electronically tagged.

Nine people have already
been tagged as they could not
be contacted after three calls.

After amendments are
made to the Infectious Dis-

DO THE
RIGHT
THING

eases Act, those who break the
rules can also be given compo-
sition fines of up to $5,000 in-
stead of being charged in
court.

The general penalty for
committing an offence under
the Act will also be doubled,
to a maximum of $10,000 or
six months’ imprisonment for
a first offence, and $20,000
or 12 months’ imprisonment
for a repeat offence.

CALL-FORWARDING
TRICKS ARE OUT

SMART alecs who think they
can use a telephone’s call-for-
warding facility and be some-
where else can think again.

Anyone on a home quaran-
tine order and who has this
service will have it cut for
the duration of their quaran-
tine.

“Let me tell you: Don't try,”
Home Affairs Minister Wong
Kan Seng warned.

Deputy Prime Minister Lee
Hsien Loong had said that
someone had alerted him to
deal with the call-forwarding

;7(1i ns:

facility in case individuals
tried to outsmart the authori-
ties.

Mr Lee said the quarantine
system had to be watertight:
“It takes only one undeclared
contact, one irresponsible
breach of a home quarantine
order, to start a whole
new cluster of infections.

“It is therefore absolutely
essential that those served
with HQOs obey the orders

and stay at home, and not put
many others at risk.”

DON'T TRY TO LEAVE
THE COUNTRY

INDIVIDUALS on
quarantine orders
leave the country.
Once they are quarantined,
their details will be flagged
with the immigration authori-

home
cannot

ra

ties, and any such person at-
tempting to leave Singapore
will be detained.

“We recognise the emo-
tional anxiety and fear that
some of these persons on
home quarantine orders may
be facing,” said the Home Af-
fairs Minister.

“But, to win this battle
against Sars, we cannot afford
any kinks in our armour,” he

added.

“Otherwise, we put the
whole community at risk, and
the consequential impact will
be disastrous.”

NAMING AND
SHAMING IN PUBLIC

RECALCITRANTS and de-
faulters should definitely
be named and shamed, said
Health Minister Lim Hng

Kiang. “I think we should
publish these names and
shame them, because other-
wise such Singaporeans will
continue not to do what is
necessary of them,” he said,
echoing a sentiment ex-
pressed by many Singapor-
eans who felt this was the only
way to gel irresponsible
Sars-affected individuals to
behave.
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Oseltamivir vs Influenza

End of treatment period

p=0-0168 placebo vs oseltamivir 75 mg
p=0-007 4 placeba vs oseltamiar 150 mg

Flacebo
Oseltamivir 75 mg
— — = Osellamivir 150 mg
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Nicholson et al. Lancet 2000;355:1845-50




Monitor patients on oseltamivir for
signs of unusual behaviour

seltamivir (Tomiflu®, Roche) is an antiviral agent

licensed by HSA in October 2000 for the treatment

of uncomplicated acute illness due to influenza
infection (influenza A & B} in adults and children = 1 year old
who have been symptomatic for no more than two days and
for the prophylaxis of influenza in adults and children
= 13 years old

12

The Health Sciences Authority (HSA) has reviewed the data from
the 103 postmarketing reports of neuropsychiatric adverse
events suspected to be associated with oseltamivir received
between August 2005 to July 2006. These include events such
as delirium with prominent behavioural disturbances (n=60) and
suicidal events (n=4) including self-injury and svicidal ideation

The majority of the cases were reported from Japan (92

were predominantly for the treatment of influenza (9!

were primarily among paediatric patients (67%) with an age
range of 1.5 to 17 years old. There were three deaths
a 14 year-old boy and two adults who fell to their deaths
The patients who died were healthy before contracting influenza

eurotoxicity especially in
adolescents

. has receivea three adverse drug reactions suspected with

seltamivir. They are

\ ot nousea and urticaria. There is also one report

) Tamiflu

aged male who
i rat 75mg twi
yrtea

..Il:j M

taking other medications.

ent was rep have occurred
| The causality h
coincident period of intensive monitoring of adverse & F
Japan or a combination of any of these possible |

that the patient was als

Additionally, many events such as convulsions, delirit
depressed levels of consciousness are complications
encephalitis secondary to influenza making a direct causur i
to Tamiflu® administration very difficult

Nonetheless, considering the rapid temporal relationship of
adverse event fo the use of oseltamivir, and cases which reported
positive dechallenge [n=65) where there was rapid and full
recovery from neuropsychiatric adverse effects once oseltamivir
was discontinved and/or lack of positive neuro-imaging findings
d reports (n=25), the local prescribing information
vill be updated to warn of the potential for the
occurrence of neuropsychiatric adverse events. In addition,

in the review
of Tamiflu

it also advised that patients with flu, particularly children may
be ot an increased risk of selfinjury and confusion shortly ofter
taking Tamiflu® and should be closely monitored for signs of
unusual behaviour.

ne report ot hepatitis, and another
ot a midale
mmitted svicide by talling to his death. He
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Ring
prophylaxis
worked

for
smallpox

Smallpox Variple .- OCIA  Virusla. Smittkoppor

The World Health Organization offers US S 1000 to the first person reporting
an active smallpox case from human-4o-human transmission and
confirmed by laboratory tests, until global eradication is certified.

L'Organisation mondiale de la Santé offre une récompense de US S 1000

A la pramiara parsonne qui signalera un cas actil de variole résultant d'une

transmission d'un étra humain i un autre et confirmé en laboratoire. Cette
offra est valable jusqu’d 1a certification de I'éradication mondiale
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Oseltamivir Ring Prophylaxis for Containment of
2009 HIN1 Influenza Outbreaks

Vernon J. Lee, M.B., B.S., M.P.H., Jonathan Yap, M.B., B.S., Alex R. Cook, Ph.D.,
Mark |. Chen, M.B., B.S., Ph.D., Joshua K. Tay, M.B., B.S., Boon Huan Tan, Ph.D., Jin
Phang Loh, M.Sc., Seok Wei Chew, B.Sc., Wee Hong Koh, B.Sc., Raymond Lin, M.B.,

B.S., Lin Cui, Ph.D., Charlie W.H. Lee, M.Sc., Wing-Kin Sung, Ph.D., Christopher W.
Wong, Ph.D., Martin L. Hibberd, Ph.D., Wee Lee Kang, M.B., B.S., M.Med., Benjamin
Seet, M.B., B.S., M.P.H., and Paul A. Tambyah, M.D.

N Engl J Med
Volume 362(23):2166-2174
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Summary of the Four Outbreaks of 2009 H1N1 Influenza and Efficacy of Oseltamivir Prophylaxis
and Other Interventions

Table 1. Summary of the Four Outbreaks of 2009 H1N1 Influenza and Efficacy of Oseltamivir Prophylaxis and Other Interventions.*

Variable Total Outbreak 1 Outbreak 2 Outbreak 3 Outbreak 4
Total no. of personnel 1175 216 47 219 693
Confirmed cases — no. (%) 82 (7.0) 11 (5.1) 6 (12.8) 2 (0.9) 63 (9.1)
Before intervention — no. (%) 75 (6.4) 8 (3.7) 6 (12.8) 2 (0.9) 59 (8.5)
After intervention — no. (%) 7 (0.6) 3 (1.4) 0 0 4 (0.6)
Posterior hypothesis probability <0.001 0.11 <0.001 <0.001 <0.001
Symptomatic personnel (excluding confirmed cases)
Tested and negative — no. (%) 23 (2.0) 11 (5.1) 1 (0.5) 11 (1.6)
Not tested — no. (%) 47 (4.0) 3 (1.4) 4 (1.8) 40 (5.8)
Mild respiratory symptoms only 40 (3.4) 1 (0.5) 4 (1.8) 35(5.1)
Reported fever with respiratory symptoms 7 (0.6) 2 (0.9) 0 5(0.7)

Completion of oseltamivir prophylaxis — no./total no. 929/974 (95.4) 185/205 (90.2) 41/41 (100) 186/193 (96.4) 517/535 (96.6)
(5%) 1

Confirmed cases and symptomatic personnel who
were not testedi:

Total — no./total no. 115/1161 14/216 6/47 5/218 90/680
Before intervention — no./total no. (%) 85/1161 (7.3) 10/216 (4.6) 6/47 (12.8) 3/218 (1.4) 66/680 (9.7)
After intervention — no./total no. (%) 30/1076 (2.8) 4/206 (1.9) 0 2/215 (0.9) 24/614 (3.9)
Posterior hypothesis probability <0.001 0.02 <0.001 0.09 <0.001

* The posterior hypothesis probabilities were calculated for the comparison of the incidence of infection before intervention and after inter-
vention, as described in the Supplementary Appendix.

T The number of subjects who completed the oseltamivir prophylaxis regimen excludes those with confirmed infections and those who could
not be contacted.

1 The number of confirmed cases and symptomatic personnel who were not tested excludes 14 symptomatic personnel who could not re-
member the date of onset of their illness. The percentage of confirmed cases and symptomatic personnel who were not tested before inter-
vention is based on the total number with data; the percentage after intervention is based on the total number with data minus the number
identified before intervention.

Lee VJ etal. N Engl J Med 2010;362:2166-2174
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Timing of Events and Cases during Outbreak 1, According to Date of Onset of Influenza

Index case Generation 1 case Generation 2 case
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Epidemiologic Data and Model Projections for Outbreak 4, According to Date of Onset of Influenza
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Phylogenetic Relationships among the Viruses ldentified during the Four Outbreaks with the Use
of Whole-Genome Sequencing

Local nightclub (1)

nightclub-like

Local

A/Mexico/InDRE4487/2009(H1N1)
A/California/04/2009 (HIN1)

—
0.00005
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Side Effects of Oseltamivir Prophylaxis

Table 2. Side Effects of Oseltamivir Prophylaxis.

Personnel
Side Effect (N=2816)

no. (%)
Diarrhea 14 (1.7)
Headache 9(1.1)

Nausea or vomiting 22 (2.7)
Dizziness 5 (0.6)
Epigastric pain 4 (0.5)
Drowsiness 8 (1.0)

Mild allergic reaction (rash) 6 (0.7)

Lee VJ et al. N Engl J Med 2010;362:2166-2174

The NEW ENGLAND
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Conclusion

« Oseltamivir ring chemoprophylaxis, together with prompt identification and
Isolation of infected personnel, was effective in reducing the impact of
outbreaks of 2009 H1N1 influenza in semiclosed settings

‘-‘:ﬂ; The WEW ENGLAND
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microRNAs in Circulation Are Altered in Response to
Influenza A Virus Infection in Humans

Paul A. Tambyah'*, Sugunavathi Sepramaniam?*, Jaminah Mohamed Ali', Siaw Ching Chai?,
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Abstract

Changes in microRNA expression have been detected in vitro in influenza infected cells, yet little is known about
them in patients. microRNA profiling was performed on whole blood of HIN1 patients to identify signature microRNAs
to better understand the gene regulation involved and possibly improve diagnosis. Total RNA extracted from blood
samples of influenza infected patients and healthy controls were subjected to microRNA microarray. Expression
profiles of circulating microRNAs were altered and distinctly different in influenza patients. Expression of highly
dysregulated microRNAs were validated using quantitative PCR. Fourteen highly dysregulated miRNAs, identified
from the blood of influenza infected patients, provided a clear distinction between infected and healthy individuals. Of
these, expression of mIR-1260, -26a, -335*, -576-3p, -628-3p and -664 were consistently dysregulated in both whole
blood and H1N1 infected cells. Potential host and viral gene targets were identified and the impact of microRNA
dysregulation on the host proteome was studied. Consequences of their altered expression were extrapolated to
changes in the host proteome expression. These highly dysregulated microRNAs may have crucial roles in influenza
pathogenesis and are potential biomarkers of influenza.
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Haemagglutination inhibition

Clinical work continues: 1
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Summary

Background Human infection with the avian influenza A H5N1 virus results in disease with a high fatality rate, Lancetinfect Dis 2015;
against which antiviral treatments have limited efficacy. We aimed to investigate the safety, pharmacokinetics, and 1528592
therapeutic potential of specific polyclonal immunoglobulin equine F(ab'), fragments raised against influenza FublishedOnline
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microRNA expression in blood of dengue patients.
Tambyah PA" Ching CS2, Sepramaniam S2, Ali JM', Armugam A2, Jeyaseelan K2,
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Abstract

BACKGROUND: Dengue is the most common arboviral illness worldwide. While most infected patients recover, a proportion of them
develop severe complications or fatality. Nevertheless, the pathophysiological mechanisms which distinguish the disease severity and
associated complications are not clearly understood. We studied blood profiles of dengue patients in order to identify microRNAs that
could play a role in these pathophysiological mechanisms.

METHODS: Blood samples from 26 dengue-infected patients were collected within 0-14 days of infection. Together with samples
obtained from six healthy individuals, microRNA profiles were generated to identify significantly altered microRNAs upon dengue
infection. Profiles of patients with influenza were also used to determine the disease specificity of these altered microRNAs. Their
discriminative power to distinguish dengue from influenza was then tested statistically.

RESULTS: Several significantly altered microRNAs were identified in patients with dengue. Twelve microRNAs were specifically altered
upon acute dengue whereas 14 microRNAs exhibited similar expression between dengue and influenza. Seventeen microRNAs which
could potentially distinguish dengue-related complications were also identified. Expression of miR-24-1-5p, miR-512-5p and
miR-4640-3p distinguished mild dengue from those exhibiting liver complications whereas miR-383 was significantly upregulated in
mild dengue compared to those diagnosed as severe dengue with fluid accumulation.

CONCLUSIONS: We identified two panels of microRNAs - one specific for dengue and the other common to dengue and influenza. We
also report on the differentially expressed microRNAs in patients with mild versus severe dengue, which could be the basis for the
complications seen in them.

2 The Author(s) 2015,

KEYWORDS: DA and RMA techniques; Genetics; clinical studies; laboratory methods




Dengue Hemorrhagic Fever Transmitted by Blood Transfusion

TO THE EDITOR: Dengue, the most common vec-
torborne viral infection worldwide,* is predomi-
nantly transmitted by the Aedes aegypti mosquito.
We describe a well-documented cluster of blood
transfusion—associated dengue infections in Singa-
pore, a country in which the disease is endemic.

A 52-year-old, asymptomatic, repeat blood do-
nor gave blood on July 15, 2007, An investigation

of all recipients of his blood products was initi-
ated after he informed the blood bank that he had
had a fever the day after donation. The stored se-
rum sample was positive for dengue virus type 2,
as ascertained by means of a polymerase-chain-
reaction (PCR) assay.”

The recipient of the donor's red cells had fever
and myalgia 2 days after transfusion. The recip-

Table 1. Characteristics of the Donor and Recipients.

Results of Findings on
Serologic Testing PCR Assay®

Coexisting
Conditions

Symptoms
of Dengue Fever

Signs of

Patient Age Sex Capillary Leak Cutcome

yr
52

Diabetes mellitus,
hy pertension,
ischemic heart
disease, recent
coronary-artery
bypass graft,
chronic renal
impairment

Recipient
of fresh-
frozen
plasma

Diabetes mellitus,
hy pertension,
ischemic heart
disease, peptic
ulcer disease

Recipient of
packed
red cells

Recipient of
platelets

Hepatocellular
carcinoma

Fever and myalgia

after donation
(not hospital-
ized)

Day 2 after trans-

fusion (hospi-
tal day 12): fe-
ver, jaundice,
malaise, and
worsening
thrombocy-
topenia

Day 2 after trans-

fusion (hospi-
tal day &):
fever, myalgia,
malaise

Mone

Mone

Worsening of

bilateral pleu-

ral effusions

Small right pleu-
ral effusion

Mot done

Seroconversion
{on July 19,
negative for

IgG and 1gM;

on July 31,
positive for
bath)

|gG-positive on
follow-up

Positive for both
IgG and Igh
on follow-up

Dengue virus
type 2

Dengue virus
type 2

Dengue virus
type 2

Mot done

Full recovery

Discharged in
good health

Discharged in
good health

Discharged in
good health

* PCR denotes pelymerase chain reaction.

M ENGL) MED 359;14 WWW.NEJM.ORG OCTOBER 2, 2008
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Failure of Routine HIV-1 Tests
in a Case Involving Transmission

With Preseroconversion Blood Components

During the Infectious Window Period

\i Fe Ling, MDD
Kenneth E. Robbins, BS
Tereza M. Brown, BS
Valerie Dunmire, M5
Su Yun Se Thoe, MSc
Sin-Yew Wong, MD
Yee Sin Leo, MID
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James Gallarda, PhD

Bruce Phelps, PhD

Mary . Chamberland, MDD

Michael P. Busch, MDD, PhI}

Thomas M. Falks, PhD

Marcia L. Kalish, PhlD

N THE UNITED S5TATES, DONATED
blood and plasma is tested for an-
tibodies to human immunodefi-
ciency virus types 1 (HIV-1) and 2
(HIV-21} by screening with an enzyme
{ELA), as well asan HIV-1

[ [A." Despite a dramatic re-

in risk due to the improved sen-

sitivity of these tests, it is estimated that
from 1 in 450000 to 1 in 660000 US
blood donations may transmit HIV, 2
with nearly all cases of transfusion-
associated HIV infection being caused
by donations made during the infec-
tious window _m*:inr_:. prior Lo serocon-

Context Cument screening practs~r for bland Annatane haee bhoann

redudng human iImmunodefiden:
taminated blood products. How e
seroconversion and before high |
using both serologlc antigen and a
cation (NAT) Is belng Implements
this period, vet the Issue of angle \
Objectives To determine HIV-1
reciplents of blood components an
tbody negative at the tme of don
MNAT assays, Including those curmen
Deslgn and Setting Case stud
muricable Disease Centra, Singapc
fuslon Service, Singapore.

Subjects The blood donorand tf

Maln Outcome Measures i
gag and the C2V5 reglon of env
the donor and reclplents; reactivity
Ity In donor screening HIY NAT
COntexts.

Results Direct DNA sequencin
sequences In the donor and reclp
quantitative assay for HIV-1 RNA |
In plasma) was estimated to be In 1
Additonal testing using donor-scr
HIN RMA In the undiluted donor
1:16 and 1:24 diluticn levels curre
In the United States.

Conclusions Transmission of HI
red blocd cell redplent occurred I
The viral load In the Implicated do
of plasma. Current US minlpool H
sensittive to detect all Infectious wir
JAMA, 000 384:210-714
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Prof Chan YC - arboviruses

Dengue Type 2 Virus in Naturally
Infected Aedes albopictus
Mosquitoes in Singapore

Abstract. A strain of dengue type 2
virus has been isolated from Aedes al-
bopictus collected in Singapore. This is
the first report of a natural isolation of
dengue virus from this species, which
has long been suspected as a vector in
nature.

Mosquito-borne hemorrhagic fever is
a severe clinical syndrome etiologically
associated with strains of dengue virus
and newly recognized in southeastern
Asia and India (/-3). During an in-

circumstances.

In November 1960, following the
peak of the epidemic in Singapore, and
while cases were still occurring, a mos-
quito survey was initiated. Adult mos-
quitoes were taken routinely on a
weekly basis from urban and rural
houses, in diurnal and nocturnal biting
collections, and from animal bait. A
total of 12,505 mosquitoes, represent-
ing more than 40 species of eight gen-
era, was collected in a 3-month period.
Of these, more than 6000 female mos-
quitoes were processed for virus iso-
lation.

Collected mosquitoes were held alive
for a minimum of 24 hours before be-

Table 1. Neutralization of dengue strain SM-18 virus from Aedes albopictus by dengue types
1, 2, 3, and 4 hyperimmune serums prepared in mice and rabbits.

tions of all mosquito suspension
mouse brain suspensions were sto
—70°C. Part of the laboratory
was done in Singapore, where the
were held in a mosquito-proof
The remainder of the work was
in San Francisco, a dengue-free a

Five strains of dengue virus
isolated from A. aegypti pools an
strain was isolated from a pool
albopictus. The A. albopictus
(SM-18) was from a pool of -
males that were collected in Nov
1960 in urban Singapore, while
were attempting to feed on huma
The dengue virus infection rates
0.8 per 1000 for A. albopictus
pared to 18.6 per 1000 for A. ¢
(12).

Strain SM-18 caused illness in

The significance of the single isolation
of dengue virus from A. albopictus can-
not be evaluated without further in-
vestigation, although epidemiological
evidence suggests that this species is an
important vector of endemic dengue in
southeastern Asia (8).

A. RupNICK
George Williams Hooper Foundation,
University of California School of
Medicine, San Francisco 94122

Y. C. CHaN
Department of Bacteriology,
University of Singapore,
Singapore 3, Malaysia
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mice 10 days after inoculation Wi e
mosquito suspension, but it adapted to
mice with difficulty. Ten serial brain
passages in infant mice were required
before the incubation period was re-
duced to 7 days and a regular pattern
of illness and death appeared. Of the

Neutralizing antibody as represented by the log,,
neutralization index with hyperimmune serums to:

D2 (New D3 D4
Guinea “C"™) (H-87) (H-241)

22 <12 1.4
3.9 1.2 26

D1
(Hawaiian)
<12

1.3
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Celluloso acctato eleotrophoresis of a urinary concen-
trate may prove of value in eluecidaling the nature of
abnormal levels of serumn amylases,

I thank Prof, T, D. P. Wootton and Dr, J. R. Hobbs
of the Postgraduate Medical School, London, for their
advice.
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Rapid Typing of Dengue Viruses by the
Micro-precipitin Agar-gel Diffusion Technique
Tur agar-gel precipitin technique has been used to

differentinte members of the tick-horne encephalitis virus
complex of group B arboviruses®. This report describes .

e the application of this technique in the rapid typing af )
dengue virus types 1, 2, 3 and 4.

Department of Bacteriology,
University of Singaporse, Singapore, Malaysia.
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Ill]}' 25, 1959 VoL, 184

Y. C. CHAN

hali-

32 NATURE

a ‘slow-moving” component eeen in ecord blood
hmmoglobin collected in Singapore. Usually this
pigment is present in very small amounts and eannot
be detected with the naked eye, but has to be made
visible by drying the paper after electrophoresis and
staining it with a protein dye or with benzidine
(paeudo-peroxidase reaction). Amounts visible with-
out staining bave, however, been found in several
Chinese, three Malays, one Kuropean (English) and
one Furasian. One sample {Chinese cord blood 675),
in which the proportiom of this ‘slow’ component
amounted to about 15 per cent of the total hemo-
globin, was suitable for further investigation. The
infant had been delivered normally and its weight
at birth was 7 1b. 13 oz. Both parents are healthy
e © 7 aore and neither of them

'the hemoglobin on electro-

sis at pH B-6, one fraction
n of hwemoglobins 4 4+ F,
te alowly than hmemopglobins
emoglobins E or 4,. On
atography and agar electro-
we buffor at pH 6-2 where
distinguished, the sample
ments. The major fraction
i to that of hemoglobin F,

F. VELLA ne similar to that of hsemo-

A+ 8

T W

som of the hemoglobin from Chinege ¢opd blond
hemoglebin 4 5+ 8 control oy paper eleciro-
3-8, hanging steip technlgue. The paper strip
atographed unstained. (1) Line of applicabion ;
component in CFE75 5 (3) hemoglobin &
A0 CF-876 3 (5) hamoglobin A

Caontrol contalning
inereased amonnt of 42

* Lim, K. A., Chan, Y. ¢, Phoon, W, 0., and Hanam, B., Bull. Wi High.

ri.. 80, 227 (1984),

VoL, 183

January 3, 1959

Iptical density
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Fig. 3. TUlira-viclet spectrum of the slow component lzolated
from Chinese cord blood CF-076 and of purified heemoglobin
from human cord blood containing &0 per cent £ aml 20 per

cont A, x=—x, Cord blood control; O=—O, Chincse cord
blood CF-675 slow component
globin 4,. The two fractions were eluted, and

on paper electrophoresis at pH 8-6 it was sesn that
the major fraction was composed of hwemoglobin F
and the new hsmoglobin, Thus on paper electro-
phoresis at pH 8-6 the new hmmoglobin resembles
hamaoglobin O, which by this technique migrates
between 8 {or D) and £ (or A,;), and on chromato-
graphy and agar electrophoresis at pH 6-2 it resembles
hemoglobin F' and unlike 0 moves faster thau A.

Tt was unfortunate that the hsmmoglobin solution
had to be trapsmitted in the earbonomonoxy form
and the alkali-denaturation properties of the isolated
pigment could therefore not be determined. The
ultra-violet spectrum was determined after elution
from paper after electrophoresis. It showed a
tryptophan fine-structure band of the fmtal hsemo-
globin type,

We reported the observaiion of a slow-moving
feetal component to Dr. Ph. Fessas, who kindly informed
ns that he had obeerved a similar or perhaps identical
abnopmal  fietal hamoglobin at  the  Alexandra
Hospital in Athens which he proposed to call hemo-
globin ‘Aloxandra’. As it is very likely that the slow-
moving hemoglobins from cord blood seen in Athens
and in Bingapore are the same, we have thought it
preferable for the time being to refrain from naming
the new hemoglobin described here.

F. VELLA

Department of Biochemistry,

University of Malays,

8i ore.
e J. A, M. AsEr
Jenner Laboratory,
8t. Thomas's Hospital,
H. LeHMaANY

Department of Pathology,
8t. Bartholomew's Hospital,
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This Project Agreement (‘Project Agreement’) is made on the | | day of
[ ] 2013

between

(1) NATIONAL UNIVERSITY OF SINGAPORE, (Company Registration Number:
200604 346E), a company limited by guarantee incorporated in Singapore under
the Companies Act (Cap. 50)_and having its registered office at 21 Lower Kent
Ridge Road, Singapore 119077 ("NUS") acting through its Department of
Paediatrics of its Yong Loo Lin School of Medicine (hereinafter referred to as
"NUS")

NATIONAL UNIVERSITY HOSPITAL (SINGAPORE) PTE LTD, (Company
Registration Number: 200604346E), a company incorporated in Singapore under

the Companies Act (Cap. Et}ﬂihaving its registered office at 5, Lower Kent
Ridge Road, Singapore 119074 ("NUH")

(hereinafter referred to collectively as the "Project Parties” and individually as a
‘Project Party™).
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LARGE-SCALE USE OF SABIN TYPE I ATTENUATED
POLIOVIRUS VACCINE IN SINGAFORE DURING A TYPE 1
POLIOMYELITIS EPIDEMIC

HY

M. DORAISINGHAM, OBE, LLMS., DP.H

J. H, HALE*® M.IN, M.R.JC.P.

K. KANAGARATNAM, MB, BS, DPH. K. W. LEONG, M.B., BS.
AND
E: 5 MONTEIRD, C.BRE,; M.D, F.ROCP, F.RF.PS, INM.H,

From the Depariment of Bacteriology, University of Maloya, rhe Medical Depariments, Sngapore Governmend and
Singapore Ciry Council

In the |atter half of 1958 !"il.né.:.lrlnre experienced an
epidemic outbreak of poliomyelitis dus fo the type |

virus.  Eleven weeks after the first case was reporied
the Minister of Health m the Singapore Government
decided, after consultation, to make available the
attenuated type 2 vaccine elaborated by Sabin (1957a,
1957h) for children between the apges of 3 months and
10 years, Dr, Sabin agresd to the release of this vaccine
on condition that adequate laboratory control could be
assured. The following communication gives the reasons
for the selection of the type I vaccine, the experimental
detiils, and the results of the campaign.

TaRLE |, —damidemcd af Palicmpalilie @n Sropapare Simce 15946 ap
to Perind of Epideonic

of 1951, The maponty of cases were in children under
the age of 2, and the general picture was that of an arca
in which poliomyelitis was endemde, bui with periodic
micremses o ke number Of cases

Paul (1938) drew attention to the fact that this
endemic state of poliomyelitis was associated with a
high nfantile mortality rate, and if the mfantle
mortality rate fell below 60-80 per 1,000 live births a
rise in the number of cases of poliomyelitis could be
expecied. The infantile mortality rates for Singapore
since 1946 are shown in Table 11

This fall in the infantile mortality rate could presage
a shift to the direction of increased activity of polie-
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Prevention of Poliomyelitis in Singapore by Live Vaccine

L. H LEE* M3, B.S.; K. A, LIM,* MB, cHB, BSC.; C. Y. TYE* BA.

Brit. med. ¥., 1964, 1, 1077-1080

In recent years Singapore’s population has grown rapidly,
accompanied by great improvement in general health stan-
dards. These changes are reflected in the data in Table I.
Three-quarters of the population are Chinese, about 14%
Malay, 8% Indian and Pakistani, and the remaining 3% are
roughly equally divided between three groups—Eurasians,
Europeans, and others.

TABLE 1.—Trends in Some Vital Indices for Singapore, 1940-62

. Crude Death Rate | Infant Mortality Rage

Population per 1,000 Population | per 1,000 Live Births
1940 751,000 20:9 1426
1950 1,022,000 120 B2-2
1960 1,634,000 62 349
1962 1,733,000 59 a1z

S

In recent years, too, the epidemiological pattern of polio-
myelitis in Singapore has tended to show some transition
from the endemic behaviour characteristic of countries with
low health standards towards the epidemic behaviour charae-
teristic of countries with high sanitary standards. However,
cases continue to be confined predominantly to very young
children, and the pattern is that of an endemic disease
periodically breaking out in epidemic form. Such epidemic
waves were seen in 1946 and 1948, soon after the war, but
they subsequently appeared to be decreasing in violence until
1958, when an outbreak of over 400 cases occurred (see Table
IT).

to the Ministry of Health, Singapore (1961). In 1962 a mass
immunization campaign was inaugurated, during which about
60%, of children from 1 to 5 vears of age received two doses
of trivalent attenuated virus vaccine. In 1963 a routine pro-
gramme was inaugurated whereby attenuated vaccine was
given to young infants and to children first entering school.

This paper reports the investgations undertaken in the
course of the committee’s deliberations and the results 1o date
of poliomyelitis immunization in Singapore.

1960 Survey

This survey was designed to assess the immune status of
children in Singapore and to study the results of the adminis-
tration of type 2 vaccine in 1958-9.

Blood and stool specimens were taken from children below
5 years of age, this being the age-group principally effected
by poliomyelitis in Singapore. The sample was drawn from
healthy children attending at maternal and child health centres
in both urban and rural areas. For the sake of homogeneity
the survey was restricted to Chinese children. About 759%
of the population at all ages are Chinese ; therefore if other
ethnic groups had been included their numbers would have
been insufficient for comparative purposes unless the total
sample size were greatly increased.

In the selection of subjects, those who had received Salk

B s T e, E - L T I . . S ——
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Antibiotic apocalypse could become a reality
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mechanism MCR-1 in animals and human beings in China: (atmrts

a microbiological and molecular biological study

YiYun Liv®, Yang Wang®, Timothy R Walsh, Ling-Xian Y|, Rong Zhang, James Spencer, Yohei Doi, Guobao Tian, Baolei Dong, Xianhui Huang, N e
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11:45-13:00 Panel 2: Addressing the multisectoral i and i
antimicrobial resistance in a comprehensive manner
(ECOSOC Council Chamber)

Panellists:

Member States:
Ms. Erna Solberg, Prime Minister of Norway
.E. Dr. Jorge Lemus, Minister of Health of Argentina
3. H.E. Dr. Paulyn Jean B. Rosell-Ubial, Secretary of the Department of Health of the Philippines

Stakeholders:
4. Dr. Jim Kim, President, World Bank
5. Ms. Martha L. Tellado, President and CEO, Consumer Reports
6. Mr. David George Velde, Board Member of World Farmers Organisation and Vice President
of United States National Farmers' Union

15:00-17:30 | Plenary Segment
(Trusteeship Council Chamber)

17:30-18:00 | Closing segment
(Trusteeship Council Chamber)

Closing statement by H.E. Mr. Peter Thomson, President of the 71st session of the United Nations General Assembly




AMR was clearly not just a hospital problem

Antimicrobial
sents

ELSEVIER Imiernadional Journol of Amtimicrobinl Agenis 18 (2

Short commumceation

Widespread resistance to new antimicrobials in a university
hospital before clinical use

G. Kumarasinghe »*, C. Chow *, P.A. Tambyah®




Increasing antibiotic resistance in Streptococcus pneumoniae Health Care-associated

colonizing children attending day-care centres in Singapore Methicillin-resistant
Staphylococcus aureus
SHAWN VASOO," KAMALJIT SINGH,"? LI YANG HSU,® YOke FONG CHIEW,® CAROL CHOW,* Colonization in Children

RAYMOND T.P. LIN* AND PauL A. TAMBYAH?

Attending Day Care
1244 S Vasoo et al. Centers in Singapore

Table 3 Antibiotic susceptibilities of pneumococcal isolates—comparison between 1997 and 2007-2008 Presented in part at the 45th Annual ICAAC/DSA
46th Annual Meeting, October 25-28, 2008, and

No. (%) of isolates—1997 (n= 102)" No. (%) of isolates—2007-2008 (n=59) was supported by grant from the National Medical

P Research Council, Singapore (NMRC/1083/2006),

Antibiotic Sensitive Intermediate Resistant Sensitive Intermediate Resistant The overall S. aureus colonization
PEN® 74 (72.6) 19 (18.6) 9(8.8) 18 (30.5) 34 (57.6) 7(11.9) <0.001 rate was 27.3%. Antibiotic resistance rates
CEF 84 (82.4) 18 (17.6) 010) 55 (93.2) 4(6.8) 0 (0) 0.053 were as follows: penicillin 82.5%, oxacillin
ERY 67 (65.7) 2 (2.0) 32(31.4) 13 (22.0) 0 (0) 46 (78.0) <0.001 | 89 (n = 2), erythromycin 16.7%., clinda-
CLI 76(74.5) 2(2.0) 23 (22.5) 32 (54.2) 0(0) 27 (45.8) 0.006 = oin 0% trimétlmpriﬁmulﬁmcthomzolc
SXTT — — — 20 (33.9) 6(10.2) 33 (55.9) — o e
TET 52 (51.0) — 49 (48.0) 19 (32.2) 101.7) 39 (66.1) 0.018 2%, gentamicin 1%, and levofloxacin 2%.
LEVS — — — 58 (98.3) 1(1.7) 0(0) — \Vasoo S, Singh K, Chow C,

This study was presented in part at the 48th Annual Parthasarathy P, Lin RT, Hsu LY,
ICAAC/IDSA 46th Annual Meeting, October 25-28, Tambyah PA.

2008 and was supported by grant from the National e Feti 7 [ atieeit B

Medical Research Council, Singapore (NMRC/1083/ ediatr Intect is J.
2006). 2012;31:213-4.

Pneumococcal carriage and resistance in children

attending day care centers in Singapore in an early era
Vasoo S, Singh K, Chow C, Lin RT, Hsu of PCV-7 uptake
IDSA 46th Annual Meeting, October 25-28, 2008 and was

LY’ Tambyah PA. supported by grant from the MNational Medical Research
J Infect. 2010:;60:507 Council, Singapore (NMRC/1083/2006).
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Global dissemination of Klebsiella pneumoniae carbapenemase-
producing K. pneumoniae and New Delhi metallo-B-lactamase-1-
producing Enterobacteriaceae.
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Molton J S et al. Clin Infect Dis. 2013;56:1310-1318

© The Author 2013. Published by Oxford University Press on behalf of the Infectious Diseases
Society of America. All rights reserved. For Permissions, please e-mail:
journals.permissions@oup.com.
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ClinicalTrialS'gov Search for studies: — — Sear

A service of the U.S. National Institutes of Health
Try our beta test site

Advanced Search = Help | Studies by Topic | Gloss

Find Studies About Clinical Studies Submit Studies Resources About This Site

Home > Find Studies > Study Record Detail Text Size

RCT Meropenem vs Piperacillin-Tazobactam for Definitive Treatment of BSI's Due to Ceftriaxone Non-susceptible Escherichia Coli and
Klebsiella Spp. (MERINO)

This study Is currently recruiting participants. (see Contacts and Locations) ClinicalTrials.gov Identifier:
NCT02176122

First received: June 24, 2014
Last updated: November 15, 2016
Last verified: November 2016
Collaborators: History of Changes

International Society of Chemotherapy

Australian Society for Antimicrobials

Queensland Clinical Trials & Biostatistics Centre

Australasian Society for Infectious Diseases

Verified November 2016 by The University of Queensland

Sponsor:
The University of Queensland

Information provided by (Responsible Party):
Professor David L. Paterson, The University of Queensland
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Before randomization: Obtain list of catheterized
patients with urinary culture sent to microbiology
lzboratory and antibiotic order isinitizted by
primary team for symptomatic CAUTI

I \ I a C U I I If patientsagree to participate in study, they will

be referred to the study team.

'

[
Day 1: Enrolled patientswith presumed symptomatic catheter associaed
urinary tract infections (CAUTI) randomized.
Once the urine cultures are reported (typicallyin 24-48 hours), a decision

will be made on whether the patient remains on the trial. ®

Short course (3 days| Standard course (7-14 days]
Change of urinary catheter
Collection of new urine culture after change Choice of antibiotics decided by the primary
of urinary catheter team

Start 3 daysof V/PO study drugs:
I I l O I l S Ciprofloxacinor amoxicillin-glavulanate or
cotrimoxazole

INn IRB! 1

Visit at Day 3, Day 7 and Day 14 post-randomization:

Collectinformation on vital signs, laboratory results and adve rse events, if available (up
to 14 days or until death)

|

Data collection/monitoring
Multi-drug resistant organism up to 30-day post randomization/death (whichever earlier)
Secondary infections within 3 months post randomization
Recurrent urinary tract infections at 3 monthsand 1 year post randomization

Figure 1: Schematic description of study procedures

Footnote:
*Subjects may hawe dready been given empiric antibiotics prior to urine samples being =nt to laborstory for microbiologica analysis. Therefore, tota
durztion of antibiotic tharapy could range from 2-5 days for subjects in the “short cours’ therapy am. Upon reporting of results from microbiology
lzboratory, typically 24-48 hours after sample iz sent for analysis, subjects with:

1. Megstive urine cultures OR

2.  Resistant urine cultures butclinically stable OR

3.  Resistant urine culture with persistent fever,




Thanks to collaborators/contributors
(and NMRC!)

« SAF/DSO
— Vernon Lee, Tan Boon Huan
e NUHS

— K Jeyaseelan , Neoh KG, Prof Evelyn Koay, Dr Julian
Tang, Hsu Li Yang, KO Lee, Raymond Lin

— Ramandeep K Virk , Anupama Vasudevan, Vithia
Gunalan + Sebastian Maurer-Stroh

— Jaminah b Mohd Ali, Sarah Sidek, Isaac Low

« |IDE/TTSH: Leo YS, David Lye, Shawn Vasoo
and many more
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Singapore
International
Infectious
Disease
Conference

REGSTER D4 _ D6 August 2017

NOW Grand Copthorne Waterfront Hotel
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N INnTectious

FEATURING OUTBREAK MANAGEMENT

J1SeaSEe!

DAY 1
(24 August 2017)

. HIV cure and vaccine

. Infectious disease outbreaks:
A global perspective

. Dengue: Insights from bed to
bench

. Tuberculosis: Drug resistance
and new therapeutics

. Antimicrobial Resistance: A
One-Health approach

. Malaria: Drug resistance and
new insights

. Outbreak diagnostics:
Detecting the new and
unknown

6. Outbreak control: Learning

from the past to prepare for
the future

Member of Organising

Institutions / Societies
(Including NHG, Singhealth and NUHS)

Physicians/Scientists

DAY 2
(25 August 2017)
MEET THE EXPERT

1. Tuberculosis in an
interconnected world

2. Malaria and drug resistance

1. Zika: Experience from around
the world

2. Mycology: Insights from bed
to bench

3. Antimicrobial Resistance:
Approach to treating the
untreatable

4. SARS, MERS and pneumonia

5. Outbreak clinical trials: Can it
be done?

6. Outbreak host response

Allied Health Professionals / Nurses

Trainees
(Doctors in Training including Students,
Houseman and Residents)

ANISING

ﬂ Mot o DUKEM
and Research ADUATE M Al

SNGAPORE

FINUS

School of Public Health

g Loo Lin

00l of Medicine

DAY 3
(26 August 2017)

1. Device associated infections
2. Antimicrobial resistance

1. Chikungunya and Zika: The
threat of arboviruses

2. HIV: Is an end to the
pandemic possible?

3. Influenza: Insights from
genomics to modelling

4. Dengue: Debate on
Wolbachia and dengue
vaccines

5. Microbiome and infectious
diseases

6. Outbreak predicting the next
big one

Singapore
General Hospital
SingHealth

i i SINGAPORE
For more |nforrr|at|on" e NGARORE e{?
Email: secretariat@siidc.com.sg INFECTIOUS DISEASE >

Visit: http://siidc.com.sg/ Ao

sy,
- &Y
CHANGING PARADIGMS [N INFECTIOUS DISEASES %, &




