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Abstract for ERC

Sexually transmitted infectons (STIs) represent a major public health problem in the
developing countries. The burden of disease represented by STIs including HIV is not known;
however, it is estimated that there are 333 million new cases (Trichomoniasis 170 million,
Genital Chlamydia 89 million, Gonotrhea 62 million, and Syphilis 12 million) of STIs per
annum and 10 to 15 million people are infected world wide with HIV every year. The
estimated magnitude of new cases of human papillomavirus (HPV), herpes simplex virus
(HSV) and chancroid are 30, 20 and 7 million respectively per annum. The major focus for
STTs is South East Asia with an estimated 150 million new cases in 1995(WHO report 1995).

Commercial sex workers are the major reservoir of STTs including ATDS and remains as the
potential source of infecdon for the society. It has recently been shown that co-infection of
HIV with bacterial and parasitic agents of STIs/RTTs, increases the release of virion particles
in the semen and ulcers in the genital region and thus increases the risk of both transmission
and acquisition of HIV by patients with STIs.

The prevalence of sexually transmirted infection (STIs) mcluding gonorrhea is high among
female sex workers (FSWs) in Bangladesh. Available data shows that 35% to 40% of FSWs are
culture positive for N. gonorrhoeae. Ciprofioxacin is recommended by WHO for the treatment
of uncomplicated gonorrhea and is extensively used in Bangladesh as a part of syndromic
management. Ongoing studies in our lab indicates that as much as 11% of N. gonorrbocae
isolates from FSWs curtently show in vitro resistance and 35% had reduced susceptibility to
ciprofloxacin. The appearance of latge number of N. gonorrhoeae isolates with reduced
susceptibility to ciprofloxacin strongly suggests the need to study the prevalence of treatment
failure due to ciprofloxacin and study the efficacy of an alternate drug (ceftriaxone)
recommended by CDC for the treatment of gonorrhea in Bangladesh.

A prospective randomized study will be conducted among FSWs in Dhaka city. Subjects with
suspected gonorrhea will be treated with either ciprofloxacin or ceftriaxone and endocervical
and high vaginal swab will be collected. Endocervical swab will also be collected from
asymptomatic subjects and will be treated similarly, if found to be culture positive for N.
gonorrhoeae. All subjects will be requested to attend the clinic after 7 days for follow up. A
second endocetvical swab will be collected from all subjects and treatment will be altered
according to laboratory findings or WHQO syndromic management guideline. Swabs will be
used for culture of N. gonorrhoeae, diagnosis of Chlamydia trachomatis and Trichomonas vaginalis.
Antimicrobial susceptibility and minimum inhibitory concentrations (MICs) of N. gonorrbocae
isolates to fluoroquinolones and cephalosporins will be determined by disk diffusion and agar
dilution or E-test. Treatment failure will be considered if a patient is found to be culture
positive with the same isolate one week after treatment.



Clarification of other points (as requested in attachment 1a)

1. This study aims at evaluation treatment failure duc to ciprofloxacin in gonorrhea among
female sex wotkets therefore sex worker will be enrolled in the study.

2. There is no potential risk for the patients as we will collect specimen for routine diagnosis.

3. Autoclaved vaginal speculum will be used and only standard clinical examination will be
oerformed.

4. £ datz obtained during clnical examination as well as laboratory finding are strictly
confidential.

5. a. Signed consent form will be obtained.

b. Patient will be informed about the results.

6. Not applicable :

7. Patient will get free diagnosis of their disease and will get frec treatment. This study will
provide us data regarding the prevalence treatment failure in gonorrhea and efficacy of
ceftriaxone for the treatment of gonorrhea.

8. "This study will require endocervical swab.
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PROJECT SUMMARY: Describe in concise terms, the hypothesis, objectives, and the relevant background of
the project. Describe concisely the experimental design and research methods for achieving the objectives. This
description will serve as a succinct and precise and accurate description of the proposed research is required. This

summary must be understandable and interpretable when removed from the main application. ( TYPE TEXT WITHIN
THE SPACE PROVIDED).

Principal Investigator: Motiur Rahman

Project Name: Treatment failure due to ciprofloxacin in gonorthea among Bangladeshi female sex workers.

Total Budget Beginning Date Ending Date
55,550 July 1999 December 2000
Hypotheses:

1.” Treatment failure due to ciprofloxacin in gonorrhea will be high in Bangladesh.

2. Treatment failure occurred due to appearance of N. gonorrhoeae clones tesistant to fluotoquinolones.

3. Treatment failure will be less in ceftriaxone therapy as compared to ciprofloxacin. .

4. Ceftriaxone is effective against gonorrhea in Bangladesh and should be included as first line therapy in the
treatment guideline for syndromic management. '

Aims of the study:

1. To study the treatment failure due to ciprofloxacin and ceftriaxone in gonorrhea.

2. To study the efficacy of ceftriaxone in the treatment of gonorrhea and its comparison with currently used
ciprofloxacin.

3. To study the prevalence of ciprofloxacin resistance in N. gonorrhoeae among female sex workers (FSWs).

Background: The prevalence of sexually transmitted infection (STIs) including gonotrhea is high among
female sex workers (FSWs) in Bangladesh. Available data shows that 35% to 40% of FSWs are culture
positive for IN. gonorrhoeae. Ciprofloxacin is recommended by WHO for the treatment of uncomplicated
gonorrhea and is extensively used in Bangladesh as a part of syndromic management. Ongoing studies in our
lab indicates that as much as 11% of N. gonorrhoeae isolates from FSWs currently show in vitro tresistance and
35% reduced susceptibility to ciprofloxacin. The appearance of large number of N. gonorrhoeae isolates with
reduced susceptibility to ciprofloxacin strongly suggests the need to study the prevalence of treatment failure
due to ciprofloxacin and study the efficacy of an alternate drug (ceftriaxone) recommended by CDC for the
treatment of gonosrhea in Bangiadesh.

Materials and Methods: A prospective randomized study will be conducted among FSWs in Dhaka city.
Subjects with suspected gonorrhea will be treated with either ciprofloxacin or ceftriaxone and endocervical
high vaginal swab will be collected. Endocervical swab will also be collected from asymptomatic subjects and !
will be treated similarly, if found to be culture positive for N. gonorrhoeae. All subjects will be requested to attend -
the clinic after 7 days for follow up. A second endocervical swab will be collected from all subjects and
treatment will be altered according to laboratory findings or WHO syndromic management guideline. Swabs
will be used for culture of N. gonorrhoeae, diagnosis of Chlamydia trachomatis and  Trichomonas vaginalis.
Antimicrobial susceptibility and minimum inhibitory concentrations (MICs) of IN. gonorrheeae isolates to
fluoroquinolones and cephalosporins will be determined by disk diffusion and agar dilution or E-test.
Treatment failure will be considered if a patient is found to be culture positive with the same isolate one week
after treatment.
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KEY PERSONNEL (List names of all investigators including PI and their respective specialties)

Natne Professional Discipline/ Specialty Role in the Project

1. Motiur Rahman MBBS, Ph D. Microbiologist & Principle investigator
Molecular biologist

2. M. John Albert Ph D., MRCPath Microbiologist Coinvestigator

3. Dr. Shahnaoaz Alam MBBS, MPH Coordinator Coinvestigator
Concemn Bangladesh

4. Dr. M. A, Salam MBBS Chief Physician, CRSC Coinvestigator
CSD, ICDDR,B

DESCRIPTION OF THE RESEARCH PROJECT
Hypothesis to be tested:

Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed
study. Provide the scientific basis of the hypothesis, critically examining the observations leading to the formulation
of the hypothesis.

Hypotheses:

1. Treatment failure due to ciprofloxacin in gonorrhea will be high in Bangladesh.

2. High treatment failure is related to high prevalence of fluoroquinolone-resistant IN. gonorrhoeat.

3 Treatment failure will be less in ceftriaxone therapy as compared to ciprofloxacin.

4. Ceftriaxone will be effective against gonorrhea in Bangladesh, which should be the first line therapy in the

treatment guideline for syndromic management.

Specific Aims:

Describe the specific aims of the proposed study. State the specific parametets, biological functions/ tates/
processes that will be assessed by specific methods (TYPE WITHIN LIMITS).

Aims of the study:

1. To study the treatment failure due to ciprofloxacin and ceftriaxone in gonorrhea.
To study the efficacy of ceftriaxone in the treatment of gonorrhea and its comparison with currently used
ciprofloxacin.

3. To study the prevalence of ciprofloxacin resistance in N. gonorrhoeae among female sex workers (FSWs).
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Background of the Project including Preliminary Observations

Describe the relevant background of the proposed study. Discuss the previous related works on the subject by
citing specific references. Describe logically how the present hypothesis is supported by the relevant background
obsetvations including any preliminary results that may be available. Critically analyze available knowiedge in the
field of the proposed study and discuss the questions and gaps in the knowledge that need to be fulfilled to achieve
the proposed goals. Provide scientific validity of the hypothesis on the basis of background information. If there 1s
no sufficient information on the subject, indicate the need to develop new knowledge. Also include the
significance and rationale of the proposed work by specifically discussing how these accomplishments will bring

benefit to human health in relation to biomedical, social, and environmental perspectives. (DO NOT EXCEED 5 PAGES,
USE CONTINUATION SHEETS).

Background

Sexually transmitted infections (STIs)/ reproductive tract infections (RTIs) represent a major public health
ptoblem in the developing countries. Despite the sharp decline in the incidence of gonococcal infection in
developed countries during the last decade, gonorrhoea remains as one of the most common venereal diseases
in developing countries and a global health problem (De Schryver ez @, 1990). The problem is compounded by
development of resistance to antimicrobials in N. gonerrhoeae, which is a result of both wide dissemination of
resistant clones and the emergence of strains with novel mechanism(s) of resistance (Ison e 2/, 1992). The
advent and increase of human immunodeficiency virus (HIV) infection duting the last decade has highlighted
the importance of infections spread by the sexual toute (Michael e 4/, 1996). The burden of disease
represented by STTs including HIV is not known; however, it is estimated that there are 62 million new cases
of gonorrhea pet anum and most of them are in South Asia and Africa (WHO report 1995).

Neisseria gonorrhoeae, the causative organism of gonotrhoea, is transmitted from person to person by direct, close
and usually sexual contact (Knapp e 4/, 1994). STIs including gonorthoea have a major demographic,
cconomic, and social impact and cause substantial morbidity and mortality. Most men (95%) who are infected
with IN. gonorrhoeae develop symptomatic urethritis, while infected women (40%) are usually asymptomatic ot
have mild and nonspecific symptoms, thus remain untreated for a long period. The symptoms that usually
develop in females ate cervicitis, urethritis, endometritis, vaginal discharge and vaginitis. Besides the acute
symptoms of gonorrhoea, gonococeal infection causes upper genital tract infection (pelvic inflammatory
disease) and its medical sequelae including inferdlity, ectopic pregnancy and chronic pelvic pain in women; and
urethritis, epididymidis and their complications, stricture urethra and infertility in man and procugs,
phatyngitis, conjunctivitis and disseminated gonococcal infections 1n both sexes (De Schryver e al., 1990;
Sherrard ef 4/, 1995).

There has been growing evidence duting recent years of the epidemiological synergism between HIV infecton
and STTs. A recent study has demonstrated that control of STIs in a high prevalence rural area of Tanzania
reduced seroconversion to HIV by 40%. In a number of recent studies it has been shown that co-infection of
HIV with bacterial and parasitic agents of STIs/RTTIs, increases the release of viron particles in the semen and
uleers in the genital region and thus increases the risk of both transmission and acquisition of HIV by patients
with STIs (Hoffman ez 4/, 1996; Wasserheit ¢z a/,. 1992). Gonococcal infection is also considered to act as an
independent cofactor in the transmission of HIV infection (Anaya ef af, 1994).

Female sex workers (FSWSs) serve as the largest reservoir of sexually transmitted disease in the society (Arya ef
af, 1988). In most parts of Asia and Affica, 80% to 90% of the venereal infections, including gonorrhoea
otiginate from FSWs (WHO 1963). FSWs wete found to be the source of 60% of the gonococeal urethritis 10
men in Kenya (Adler ez 2/, 19906).
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Recent data suggest that, in developing countties bacterial pathogens are the most reported causes of ST1s and
in STIs mixed bacterial pathogens frequently occur (Adler ef 4/, 1996). Syndromic approach to patient
management as recommended by WHO is widely used but has obvious limitations. This approach has proven
to have lesser predictive values in the diagnosis of chlamydial and gonococcal infections in high prevalence
populations especially in women where asymptomatic carriage of the organism can be as high as 70% (Laga e
al., 1996).

Antimicrobial resistance of N. gonorrhoeae is an increasing public health problem. Gonococci, a highly adaptable
pathogen, showed a demonstrable capacity to develop drug resistance. Therefore, gonococcal control strategies
have relied on the use of highly effective and often single dose therapy administered at the time of diagnosis.
Resistance to penicillin caused by penicillinase-producing IN. gomerrhoeae (PPNG) was reported in early 1976 10
the United States (Ashford e a/, 1976) and in the United Kingdom (Philips ez 4/, 1976). Since then,
penicillinase-producing N. goworrhoeas have been reported from many countries of South-east Asia and the
Pacific. For mote than a decade, tetracycline has been one of the preferred drugs for the treatment of
uncomplicated gonorrhoea. High level plasmid mediated resistance to tetracycline in N. gosorrbocas was first
reported in 1985 (Morse ¢ @/, 1986). Due to the appearance and subsequent increase in the prevalence of
penicillinase-producing IN. gomorrhoeae and to the chromosomally mediated resistance to penicillin and
tetracycline (CMRNG FT), the Center for Disease Control, Atlanta, GA USA has advocated third generation
cephalosporins or selected fluoroquinolones including ciprofloxacin and oftoxacin, as the first line therapies for
uncomplicated gonorrhea (CDC 1993). Since the introduction of fluoroquinolones for the treatment of
uncomplicated gonococcal and non-gonococcal urethritis, ciprofloxacin and ofloxacin have been extensively
used in Africa and Asia. Fluoroquinolones (ciprofloxacin) have been extensively used in Bangladesh as a part
of syndromic management of suspected gonorthea, irtespective of susceptibility testing. N. gonorrhoeae strains
with decreased susceptibility to the quinolone group of antimicrobial agents were reported as early as mid-
1980s and the incidence of such strains has increased wotld wide since then (Clendennel e a4/, 1992;
Abeyewickerme e a/, 1996).

Fluoroquinolones, derivatives of nalidixic acid, have a broad spectrum of antimicrobial activity including
activity against N. gonorrhoeae. Fluoroquinolones inhibit DNA gyrase, the enzyme that maintains bacterial DNA
in a negatively supercoiled state. Two types of quinolone resistance mutants have been described: (1)
permeability mutants and (i) gyrase mutants (Kad e af, 1997). Permeability mutants show reduced
accumulation of quinolones and either reduced or enhanced permeability to unrelated drugs. Mutations in the
target enzyme, gyrase have been found in both Gram-negative and Gram-positive bacteria. Resistance to
fluoroquinolone in neisseria occurs as a result of point mutation in the DNA gyrase (grA) gene and the
topoisomerase IV (parC) gene. Among the mutations analyzed so far, alteration of the gzA subunit of DNA
gyrase particularly serine -91 and Asp-95 has a central role in conferring high-level quinolone resistance in N,
gonorrhoeae. In addition to this, an alteration at Ser-88 and/or Gly 91 in the parC subunit of DNA
topoisomerase IV has been reported to be responsible for an increase in resistance to fluoroquinolones in
laboratory mutants.

The relationship between dosage, minimum inhibitory concentration (MIC) of the infecting isolate, and
therapeutic failure was unknown when ciprofloxacin was introduced as the first line therapy for gonorrhea.
Subsequently, low level resistance was reported for N. gonorrhoeae 1solates for which MICs were 0.06-0.5pg/ml,
followed by reports of high level resistance in isolates for which MICs were >1pg/ml (Ison e a/, 1998). An
MIC of 1 pg/ml has been suggested as indicating resistance to ciprofloxacin and an MIC of 0.125-0.5 pg/mi
has been classified as intermediate resistance (NCCLS). Strains exhibiting reduced susceptibility to
ciprofloxacin {intermediate resistance) has been reported from Hong Kong, the Republic of the Philippines
and Thailand (Knapp ¢ 4, 1997). Recent reports suggested that 16 - 17.5 % of N. gonorrhoeae isolates in
Cleveland, Ohio shows reduced susceptibility to ciprofloxacin (Knapp ef al, 1996). The correlation between
treatment failure in gonorrhea due to ciprofloxacin and in-vitro resistance of the isolates to ciprofloxacin has

6
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ntot been evaluated. Howevet, therapeutic failure with 500 mg dose of ciprofloxacin has been reported in three
of the 18 patients with isolates for which the MIC was .12 — 0.5ug/ml (Ison e 4/, 1998). High-level quinolone
resistance indicates adaptive mutations of IN. gororrhoeae under selective antibiotic pressure. IN. gonorrhoeae rapidly
develops resistance to most antimictobial agents and most recently to quinolones used for treatment of the
diseases. Inappropriate therapy because of self-medication and poor compliance is common among patients
with gonotrhea and these ate the factors that enhance the development of resistance. Resistance to
ciprofloxacin is chromosomally mediated, affects all the members of the fluoroquinolone group of antibiotics
and is apparently incremental.

CDC has recently published the 1998 STD treatment guidelines and recommended Cefixime 500 mg single
dose; or Ciprofloxacin 500 mg single dose; or Ofloxacin 400 mg single dose; or Ceftriaxone 125 mg single dose
LM as first line therapy for gonorthea (Zenilman e a/, 1998; http://www.cdc.gov/nchstpp /dstd/dstdp.html}.
Unfortunately, Cefixime is not available in Bangladesh and if available, it extremely expensive.

Ceftriaxone, a third generation cephalosporin, is one of the most active of all antimicrobial agents against /N.
gonorrhoeae. The minimum inhibitory concentration (MICs) of ceftraxone for both PPNG and penicillinase
negative IN. gonorrhoeae are < 0.0001 — 0.063 pg/ml (Handfeild ef af, 1983). Ceftriaxone has a very long plasma
half life of 8 to 16 hours (Seddon ez @/, 1980). The efficacy of ceftriaxone against N. gonorrhoeae has extensively
been evaluated. A comparative study of cefttiaxone and spectinomycin for the treatment of uncomplicated
gonorrhea among patents attending a STD clinic showed that 100% of 59 men treated with either 125 mg or
250 mg ceftriaxone and 97% of 58 men treated with spectinomycin were both symptomatically and
microbiologically cured of gonorthea (Handfeild ez @/, 1983). Although neither of the drugs caused perceptible
toxicity, patient acceptance was greater for ceftriaxone than for spectinomycin. A similar study among
Ugandan population has documented a 99% (71/72) cute of gonorrhea by ceftriaxone (Hellmann ez a, 1995).
Ceftriaxone, a single dose of 125 mg was found to be effective against uncomplicated urethral and anorectal
gonorrhea (Handfeild e 4/, 1981). Efficacy of ceftriaxone has also been evaluated against PPNG and non-
PPNG isolates in children. Twenty-eight childten were treated with 125 mg single dose ceftriaxone, and this
eradicated N. gonorrhoeas from the pharynx, rectum, urethra, vagina and conjunctiva (Rawstron ¢ a/, 198%). 125
mg of ceftriaxone was found to be as effective as any known single dose reginm for the treatment of
uncomplicated genital or anorectal gonococeal infection, and it has added advantage of efficacy against PPNG
infection, excellent acceptance by patients, and low toxicity. Ceftriaxone is also expected to be effective against
incubating syphilis. In vitro susceptibility of N. gonorrhoeae isolates to ceftriaxone were subsequently studied.
Sixty-four PPNG and 24 non-penicillinase producing isolates collected form different parts of Asia were
evaluated for their in vitro susceptibility. All isolates were found to be susceptible to ceftriaxone (Ng e af,
1983). In a subsequent study 112 PPNG and the same number of non-PPNG gonococcal isolates were tested
for their in vitro susceptibility to B-lactum antibiotics and spectinomycin. Although all cephalosporins had
good in vitro activity against both PPNG and non-PPNG isolates, ceftriaxone had lowest MICs and 4% of the
PPNG isolates were resistant to spectinomycin (Waghomm ef a/, 19806).

In Bangladesh the prevalence and etiology of RTIs and STIs among general and high risk population are not
well documented. Lack of adequate laboratory infrastructure, trained health workers and motivation hamper
proper diagnosis and management. In a well documented study with adequate laboratory methodology
Wasserheit ¢f 2/, (1985) have shown that 22% of 1929 women teported symptoms of RTI, and of them 68%
had clinical and laboratory evidence of RTTs. In a similar study among patients attending a women(s) clinic, the
prevalence of bacterial vaginosis was 44%, C. trachomatis and N. gonorrhoeas were 2% and syphilis was 2% (.
Bogaerts, personal communication). A cross sectional study among the slum dwellers in Dhaka city has shown
that the prevalence of N. gomorrhoear was 5% and syphilis was 11.5%. (Sabin ef af, 1997). There are
approximately 100,000 FSWs in Bangladesh. They are almost ubiquitous in distribution, urban, semi-urban and
rural. They are cither organized in brothels or work as floating sex workers (Choudhury e a4, 1996).
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We have conducted a point prevalence study among FSWs in Dhaka city during the summer '97 and have
examined 224 FSWs for gonorthoea and syphilis. 94 (40%) of FSWs were found to be culture positive for
gonorrhea and 76 (34%) were found to be positive for syphilis (Bhuiya ¢z a/, 1998). In a subsequent study, the
antimicrobial susceptibility of the isolates was studied. Among the gonococcal isolates, 66% and 60% were
resistant to penicillin and tetracycline respectively, 10% of the isolates were resistant and 26% had reduced
susceptibility to ciprofloxacin and 99% of isolates were susceptible to ceftriaxone (Bhuiya e 4/, 1999). We are
currently conducting a study among FSWs in Dhaka city and have examined them for gonorrhea, syphilis,
trichomoniasis and chlamydia infection. Of the one hundred fifty FSWs examined so far, 35% were found to
be culture positive for gonorrhea (Rahman e7 o/, unpublished results). Of the 53 isolates tested so far, 11% of
the isolates were resistant and 35% had reduced susceptibility to ciprofloxacin.

Although ciprofloxacin is extensively used in Bangladesh, treatment failure due to ciprofloxacin in gonorrhea
has never been studied in Bangladesh. Ongoing studies in our laboratory indicates that as much as 35% of the
gonococcal isolates are currently shows reduced susceptibility to ciprofloxacin. Study of treatment failure due
to ciprofloxacin (500 mg/single dose) in gonorrhea and the efficacy of an alternate therapy for gonotrhea are
essential for control and management of STTs/RTIs. In this proposal, we will study the treatment failure due to
ciprofloxacin in gonorrhea and the efficacy of ceftriaxone (125 mg/single dose, LM) will be compared with
that of ciprofloxacin.

Significance:

Early and correct diagnosis and proper treatment of STIs including gonorrhea are essential not only to prevent
complications associated with the infection, but also to control the spread of HIV mnfection. The prevalence of
sexually transmitted infection (STIs) including gonorrhea is high among female sex wotkers (FSWs) in
Bangladesh. Ciprofloxacin is recommended by WHO for the treatment of uncomplicated gonorthea and is
extensively used in Bangladesh as a part of syndromic management. However, treatment failure due to
ciprofloxacin in gonotrhea has never been studied in Bangladesh even though, we have seen in vitro resistance
and reduced susceptibility to ciprofloxacin in up to 46% of isolates. Therefore, study of treatment failure due to
ciprofloxacin in gonorrhea and guideline for alternate therapy for the treatment of gonorthea is essential. The
results of this study will help Government of Bangladesh, WHO and CDC to suggest alternate first line
therapy for the treatment of gonorthea, in developing countries where ciprofloxacin may no longer be effective
against gonotrhea.
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Research Design and Methods

Desctibe in detail the methods and procedures that will be used to accomplish the objectives and specific aims of
the project. Discuss the alternative methods that ate available and justify the use of the method proposed in the
study. Justify the scientific validity of the methodological approach (biomedical, social, or environmental) as an
investigation tool to achieve the specific aims. Discuss the limitations and difficulties of the proposed procedures
and sufficiently justify the use of them. Discuss the ethical issues related to biomedical and social research for
employing special procedures, such as invasive procedures in sick children, use of isotopes or any other hazardous
materials, or social questionnaires relating to individual privacy. Point out safety procedutes to be observed for
protection of individuals during any situations or materials that may be injuricus to human health. The
methodology section should be sufficiently descriptive to allow the reviewers to make valid and unambiguous
assessment of the project. (DO NOT EXCEED TEN PAGES, USE CONTINUATION SHEETS).

Materials and methods

Study site and design: This study will be conducted in Health Care Clinic of Concern Bangladesh, at Mirpur
Vagrant Home. FSWs attending this clinic include floating sex workers and sex workers form residential hotels.
All FSWs attending the clinic both with and without signs and symptoms of STIs will be included in the study.

Inclusion criteria for enrollment includes:

a. Age between 18 to 50 years.
Non pregnant.
Not treated with antibiotic in the preceding two weeks.
Not allergic to catboxiquinolone or cephalosporines
With ot without symptoms of STIs

o800

Exclusion crtena:

Age below 18 and above 50 years.

Pregnancy and nursing mother.

Antibiotic treatment in the preceding two weeks.

Allergic to carboxiquinolone or cephalospotines

Chronic or acute intercurrent infection which would compromise treatment evaluation.
Any neurological or convulsive disorder in past.

®

"o oo o

FSWs will be informed about the objective of the study and those who give written consent and are willing to
come for follow up will be included in the study (See Annex 1). Subjects with uncertain last menstrual date will
be screened for pregnancy by rapid dipstick test befote enrollment and will be excluded if found pregnant.
Subjects will be randomly assigned to treatment with ceftriaxone (125 mg IM single dose, as recommended by
CDC or ciprofloxacin (500 mg single dose, as tecommended by WHO) according to a computer generated
random table (CDC 93; WHO 91). Subjects presenting with signs and symptoms of gonorrhea (urethral
discharge or dysuna or cervical infection with mucopus and/or Gram statning of endocervical swab showing
Gram negative intracellular diplococci in polymorphonuclear leucocytes) will be randomized to either
ciprofloxacin or ceftriaxone after specimen collection. Enrolled subjects will be asked to visit after one week
for follow up. Subjects with suspected gonotrhea, from whom N. gonorrhoeae was not isolated (culture negative)
in the first instance will be treated for other STT and will be dropped from the study. Durng follow up visit,
patients will be asked about relief of symptoms of gonorrhea and clinical cure will be assessed. A patient will be
considezed clinically cured if the symptoms of gonorrhea (urethral discharge or dysuria or cervical mucopus
and/or Gram staining ‘of endocervical swab showing Gram negative intracellular diplococci 1in
polymorphonuclear leucocytes) were found to be absent during follow up. A second endocervical swab will be
collected and the patient will be treated for other STIs if identified by laboratory diagnosis. If signs and
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symptoms were not relieved, treatment will be modified according to laboratory results for other STls
pathogens (as recommended by WHO) and susceptibility of the gonococcal isolate, and the patient will be
asked to visit the clinic after one week for assessment of clinical cure. Duting the second follow up, if the
patient is found cured, then she will be considered to have initial sign and symptoms due to gonotrhea and/or
other STls.

For asymptomatic subjects, an endocervical swab will be collected and will be asked to come back after 48
hour for the results. Asymptomatic subjects with culture positive for gonococcus will be treated as described
carlier and will be asked to come back for a follow up after one week. Asymptomatic subjects with culture
negative for gonococcus will be treated for other STIs if present and will be dropped from the study. During
follow up visit (asymptomatic culture positive cases) a second endocervical swab will be collected and
treatment will be adopted according to laboratory finding (as recommended by WHO) and susceptibility of the
gonococcal isolate. '

The subjects who are culture positive for gonorrhea will be provided counseling and condom will be supplied.
They will be advised to persuade their clients to use condoms till the follow up sample is collected. The
outcome of treatment will be studied after one week. Each isolate will be analysed for its susceptibility to
fluoroquinolones and cephalosporins. Treatment fatlure will be considered if a patient was found to be culture
positive with the same isolate one week after treatment. Each enrolled subject will be asked about the side
effect and discomfort for the therapy.

Sample size: Assuming that 95% of patients treated with ceftriaxone and 75% treated with ciprofloxacin will
be cured, the minimum number of patients required for this study will be 116 (58 in each group) (confidence
level of 95% with 80% power). According to our previous study, the prevalence of gonococcal infection
among the FSWs is 40%. Considering a 40% prevalence and 30% drop out, a total of 377 FSWs will be
included in the study.

Sample collection and diagnosis: Fach subject will undergo a clinical examination of the external genitaha as
well as examination with a vaginal speculum by a female physician and specimen will be collected. Specimens
include two endocervical swabs and a high vaginal swab. One endocervical swab will be stored immediately in
0.5 ml PBS and stored at -70C and used for PCR.

Treatment: If the subject is found to be culture positive for gonorrhea, treatment will be randomized to either
500 mg single dose ciprofloxacin or 125 mg LM single dose of ceftriaxone at the clinic. If the subject is found
to culture negative for gonorrhea, she will be treated for her symptoms according to syndromic management

guideline (WHO 1991).

Laboratory diagnosis:

A Gram staining of endocervical smear will be made for detection of Gram negative intracellular diplococci in
polymorphonuclear leucocytes. Endocervical swab will be immediately inoculated onto pre-warmed Modified
Thayer —Martin medium (MTM) and will be incubated at 37 C in candle extinction jars. The plates will be
examined after 24 hours and a presumptive identification of N. gonorrhoeae will be made on the basis of colony
morphology, Gram staining, oxidase and superoxol test of suspected gonococeal colonies (WHO 89).

Serotype and serovar analysis: Identity and serotype of the organism will be confirmed by Phadebact GC
monoclonal kit and Padebact GC serovar test kit. N. gonormboeae isolates obtained before and after treatment
will be analyzed for their serotype and serovar by Phadebact GC monoclonal kit and Padebact GC serovar test
kit If the isolates before and after treatment belong to same serotype and serovar it will be considered as a
treatment failure and if the serotype and serovar differs between the pre and post treatment isolates it will be
considered as re-infection rather than treatment failure.

10,
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PCR RFLP of the isolates: Chromosomal DNA was extracted from overnight culture of the isolates. The por
gene of the isolates was amplified by PCR using specific ptimers from conserved region of the gene. Primer
POR1 ATG AAA AAA TCC CTG ATT GCC C and POR2 TTA GAA TTT GTG GCG CAG A were used
to amplify por gene. In PIA expressing isolates the amplified product will be 0.9 —1.0 kb compared to 1.1kb in
PIB expressing isolates. Amplification of the por gene consisted of 35 cycles of 1 min at 94 C, 2 min at 45 C
and 3 min at 70 C. An initial and final step of 5 min at 94 C and 10 min at 72 C were included. The amplified
products were analyzed by 0.8 agarose gel electrophoresis. 10 ml of the PCR product was digested with
MspAll restriction enzyme and run on 6% non-denaturing polyacrilamide gel. After ethidium bromide staining
the banding pattern were analyzed. Isolates with treatment failure will have identical banding pattern.

T. vaginalis infection will be identified through a microscopic examination of a wet mount preparation with high
vaginal swab. A whiff test will be carried out using a 10% solution of KOH and pH of the vaginal fluid will be
measured during speculum examination. Presence of clue cells will be determined by gram staining of vaginal
swab. Bacterial vaginosis will be defined as the presence of any three of the following four signs in the absence
of trichomonas vaginitis: 1. White homogeneous discharge; ii. Clue cells (>20% of epithelial cell) on vaginal wet
mount; iii. Vaginal pH >4.5; or iv. Positive whiff test (amine odour using 10% potassium hydroxide on vaginal
secretions). C. frachomatis will be diagnosed by C. frachomatis enzyme immunoassay (EIA) (Chlamydia EIA test,
Syva Company, Palo Alto, CA). Confirmatory diagnosis will be made by PCR using primers specific for major
outer membrane protein (MOMP). Endocervical swab stored at -70 C will be thawed and centnifuged at
13000xg for 15 minute. DNA extracted from the bacterial pallet will be used for PCR as described elsewhere
(Class ¢ a/., 1990).

Antimicrobial susceptibility and MIC determination: The antimicrobial susceptibility of the gonococcal
isolates to ciprofloxacin, ofloxacin, trovofloxacin, cefutoxime, ceftriaxone, penicillin, tetracycline, aztreonam
and spectinomycin will be determined by disk diffusion method and MIC for each of the antimicrobial agent
will be determined by agar dilution or E-test using standard protocol (NCCLS).

Facilities Available

Describe the availability of physical facilities at the place where the study will be carried out. For clinical and
laboratory-based studies, indicate the provision of hospital and other types of patient’s care facilities and adequate
laboratory support. Point out the laboratory facilities and major equipments that will be required for the study. For

field studies, describe the field area including its size, population, and means of communications. (I'YPE WITHIN THE
PROVIDED SPACE).

| This study will be cartied out in health clinic of Concern in Mirpur and 1.5D, ICDDR,B. The clinic has

sufficient infrastructure for interviewing, examination and sample collection. The support required for the
~ clinic is one simple microscope, refrigerator, slides, cover slip, cotton swab, transport medium, needle, syringe, |
. stationary and medicine. The following equipment's are needed for ICDDRB. One refngerator, Coz °

incubator, bichazard hood, mictoscope and bench top centrfuge.

Data Analysis

Describe plans for data analysis. Indicate whether data will be analyzed by the investgators themselves or by other
professionals. Specify what statistical software's packages will be used and if the study is blinded, when the code will
be opened. For clinical trials, indicate if interim data analysis will be required to monitor further progress of the
study. (TYPE WITHIN THE PROVIDED SPACE).

- Data generated by the project will be analyzed by suitable statistical program. Primary data will be anals}ééa
. by SPSS or Epi-Info program.
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Ethical Assurance for Protection of Human Rights

Describe in the space provided the justifications for conducting this research in human subjects. If the study needs
observations on sick individuals, provide sufficient reasons for using them. Indicate how subject’s rights are
protected and if there is any benefit or nsk to each subject of the study.

Social worker will explain the aim of the study to the subject and written consent will be taken from all the
patients. All data obtained during clinical examination as well as laboratory finding are strictly confidental.
Only standard clinical examination will be performed. Diagnosis will be done according to WHO syndromic
management flow chart and standard treatment regimens will be given.

Use of Animals

Describe mn the space provided the type and species of animal that will be used in the study. Justify with reasons the
use of particular animal species in the experiment and the compliance of the animal ethical guidelines for
conducting the proposed procedures.

No laboratory animal will be used in this study.

Literature Cited

Identify all cited references to published literature in the text by number in parentheses. List all cited references
sequentially as they appear in the text. For unpublished references, provide complete information in the text and do
not include them in the list of Literature Cited. There is no page limit for this section, however exercise judgment in
assessing the “standard” length.
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Dissemination and Use of Findings

Describe explicitly the plans for disseminating the accomplished results. Describe what type of publication is
anticipated: working papers, internal {institutional) publication, international publications, international conferences
and agencies, workshops etc. Mention if the project is linked to the Government of Bangladesh through a training
programme.

It is hoped that the project will generate data that will have nadonal and intemational impact. These data will
help the Government of Bangladesh, WHO and CDC to suggest altemate first line therapy for the treatment
of gonorrhoea, in developing countries where ciprofloxacin is no longer effective against gonorrhoea. The data
generated by this project will be presented in national and international conferences and will be published in
international journals.

Collaborative Arrangements

Describe briefly if this study involves any scientific, administrative, fiscal, or programmatic arrangements with other
national or international organizations or individuals. Indicate the nature and extent of collaboration and include a

letter of agreement between the applicant or his/her organization and the collaborating organization. (DO NOT
EXCEED ONE PAGE)

This project is collaborative one between Concern Bangladesh and ICDDR, B. The investigators from each
institute will interact closely. Concern clinic will take the responsibility of patient enroliment, follow up visit
and will ensure treatment compliance. Investigators in- ICDDR, B will be responsible for interviewing,
management of patients and collection of swab, training personnel, carrying out the diagnostic tests, data
analysis and dissemination of the results. Investigators will meet monthly and will discuss the progress of the
project. (See Annex 2)
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Biography of the Investigators

Give biographical data in the following table for key personnel including the Principal Investgator. Use a
photocopy of this page for each investigator.

Name Position Date of Birth

Motiur Rahman Asstt. Scientist 21st Dec 1961

Academic Qualifications (Begin with baccalaureate or other initial professional education)

Institution and Location Degree Year Field of Study

Rangpur medical college, Rangpur MBBS 1985 Medicine

Bangladesh. Surgery

Microbiology & tumorbiology Centre Ph. D 1977 Microbiology

Karolinska Institute, Stockholm, Sweden. & Molecular
biclogy

Research and Professional Experience

Concluding with the present position, list, in chronological order, previous positions held, experience, and
honours. Indicate current membership on any professional societies or public committees. List, in,
chronological order, the titles, all authors, and complete references to all publications during the past three years
and to representative earlier publications pertinent to this application. (DO NOT EXCEED TWO PAGES,
USE CONTINUATION SHEETS).

Professional expenence

Sepi’85 to Sept’86: Assistant surgeon, Rangpur Medical college Hospital. Rangpur, Bangladesh.

Mareh’95 to March’97: Research Assistant, Microbiology & Tumorbiology Centre, Karolinska Institute,
Stockholm, Sweden.

From Apnl’97: Assistant Scientist, LSD, ICDDR’B, Bangladesh.
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International Centre for Diarrhoeal Disease Research, Bangladesh
Voluntary Consent Form

Title of the Research Project: Treatment failute due to ciprofloxacin in gonorrhea; among Bangladeshi
female sex workers.

Principal Investigator: Motiur Rahman

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study.
Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered
his/ her satisfaction, indicating that the participation is purcly voluntary. For children, consents must be obtained from their parents or legal guardians. The
subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.

See Annex 3 and 4

Signature of Investigator/ or agents Signature of Subject/ Guardian
Date: Date:

Continuation Sheet (Number each sheet consecutively)
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Detailed Budget for New Proposal

Project Title: Treatment failure due to ciprofloxacin in gonorrhea; among Bangladeshi female sex wotkers.

Name of PI: Motiur Rahman

Protocol Numbetr: Name of Division: Laboratoty Sciences Division
Funding Source: SDC Amount Funded (direct): 55,550 US§  Total: 63,327 Usg Owerhead (%) 14%
Starting Date: July 1999 Closing Date: December 2600

Strategic Plan Prionty Code(s)

SI. No Account Description Salary Support US $ Amount Requested
Personnel Position Effort | Salary | IstYr |2"Yr | Total
LA rate 1/7/99- | 1/7-31/
1/7/2000 | 12/2000
Principal investigator Asstt.Scientist 25 9980 2,500 2,500
Medical officer NOA 100 7760 7,760 | 3,600 | 11,360
Sr. Res. Officer GS-6 100 5560 5,560 5,560
St. Interviewer GS-4 100 3280 3,280 3,280
Sr. Laboratory Technician GS-4 100 3280 3,280 3,280
Sub Total 22,380 | 3,600 | 25,980
Consultants
Local Travel 500 250 750
International Travel 1,500 | 1,500
Sub Total 500 1,750 2,250

Supplies and Materials (Description of Items)

1. Transport media, plates and anaerobic jar 2,500 1,500 4,000
2. Microscope 2,000 2,000
3. Pipettes and aerosol protective tips. 1,500 1,500
4. Primer’s Reagents, tubes plastic and chemicals, 2,000 1,820 3,820
5. Reagents and kits for serology 4 000 1,000 5,000
6. Medicine 2,000 2,000
Sub Totals 14,000 | 4,320 18,320
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Other Contractual Services 1st year 2rd year | Total
Repair and Maintenance .
Rent, Communications, Utlites 100 100 200
Training Wortkshop, Seminars 200 200
Printing and Publication 300 200 500
Staff Development 300 300

| Sub Total 900 300 1,200
Interdepartmental Services It Yr 2 Yr Total
Computer Charges 200 100 300
Pathological Tests A M v

Microbiological tests

Biochemistry Tests

X-Rays

Patients Study

Research Animals

Biochemistry and Nutrition

Transport

Xerox, Mimeographs etc.

Sub Totals 200 100 300

Other Operating Costs

Capital Expenditure
Centrifuge 2,500 : 2,500
Bio Hazard hood 5,000 5,000

TOTAL DIRECT COST 45,480 10,070 55,550

Indirect cost @ 14% 6,367 1,410 7,777

Total Project cost . 51,847 11,480 63,327
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Budget Justifications

Please provide one page statement justifying the budgeted amount for each major item. Justify use of man power,
major equipment, and laboratory services.

The budget presented here represents a minimum estimation of the costs.

1. One female physician and one interviewer will be employed for interviewing and collection of samples. A
trained researc;h assistant (MSc. Microbiology/Biochemistry) and one Laboratory technician will be
recruited.

2. All personnel involved in this study will be trained in the beginning for personal safety material handling,
collection transport and other procedures. |

3. Equipment and instruments: All equipment and reagents mentioned in the budget will be purchased from

the budget code assigned to the study protocol.

Other Support

Describe sources, amount, duration, and grant number of all other research funding currently granted to PI or
under consideration. (DO NOT EXCEED ONE PAGE FOR EACH INVESTIGATOR)

USAID — 1800 $ for a pilot study entitled “Prevalence of sexually transmitted infections among female sex
wotkers in Dhaka city”.

22



- Principal Investigator: Last, first, middle

Rahman Motiur

Check List

After completing the protocol, please check that the following selected items have been

included.

1. Face Sheet Included X
2. Approval of the Division Director on Face Sheet X
3. Certification and Signature of PI on Face Sheet, #9 and #10 | . i

4, Table on Contents X

5. Project Summary X
6. Literature Cited X
7. Biography of Investigators ; X

8. Ethical Assurance C X
9. Consent Forms X
Detailed Budget X
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A_nnex 1

Project Name: Treatment failure due to ciprofloxacin in gonorthea; among Bangladeshi female sex workers.

I Motiur Rahman

Patients attending the clinic

Inclusion and exclusion criteria

Symptomatic Asymptomatic

/\

Other STls

Suspected gonorrhea
Swab coliection

GC negative
GC positive
Swab collection
& Treatment
GC negative GC positive Treatment | Day 3
Day 7
Swab collection &
treatment if necessary Swab collection
& treatment if
necessary
Symptom relieved Symptom not relieved

Treatment for
other STIs

Day 10



Annex 2

Project Name: Treatment failure due to ciprofloxacin in gonorrhea; among Bangladeshi female sex workers.

P. 1 Motiur Rahman
Task 0-lmonth | 1-2month | 2-3month | 3-5month | 5-7month | 7-9month | 9-11month | 11-12 month

1. Recruitment
2. Planning Wz
3. Training LA,
4. Sample collection A A A o o O A o A P A
5. Evaluation P77
6. Data analysis P
7. Dissemination AAISIL LA AL
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Annex 3
Title of the Research Project: Treatment failure due ciprofloxacin in gonorrthea among Bangladeshi female
sex workers.

Voluntary Consent Form (Symptomatic patients)

You are suffering from a disease, which we suspect to be gonorrhea. The disease is caused by infection due to a germ called Nerseria
gonorrhoeae. Treatment of gonorrhea requires the use of an antibiotic drug that kills the germs. Oral administration of a single, 500-mg dose
of ciprofloxacin only once comprises a simple but effective treatment of gonorrhea. However, we have recently observed that a significant
proportion of the germs in Bangladesh are resistant to this drug, which means that the drug may not be effective in the treatment of
gonorthea when the infections are caused by such germs. A single, 125-mg intramuscular injection of another antibiotic drug, ceftraxone,
is also effective in the treatment of gonorrhea,

We are conducting a study to compare the effectiveness of dprofloxacin and ceftriaxone in the treatment of gonorthea. Results of this
study will help us determine which of these two drugs should be used in the treatment of gonorthea in Bangladesh. You may help us in our
efforts by participating in the study. If you agree to participate in our study:

o

We will ask you some questions regarding your health, and a trained female doctor will perform your physical examination
including a vaginal examination.

Using a cotton-tipped stick, we will collect specimen from your vagina for diagnosing the cause of your problem and also for other
special tests for the research. The procedure is painless, and will not cause any harm to you.

If we suspect that you may have gonorrhea, we will treat you with either a sinple 500mg oral dose of ciprofloxacin only once, or 2
single 125-mg intramuscular injection of ceftraxone. We will not treat vou for other ST1s at this moment, but we will treat you for
other S1Ts when laboratory results are available.

We will ask you to return to this clinic after 7 later to reassess your condition. Results of the laboratory tests done during your first
visits will be available by this time, and we would be able to tell you whether or not you had gonorrhea, and also if you problems
other than gonorrhea. If you did not have gonorrhea but have persistence of symptoms, we will treat you according to the
standard guidelines. 1f you had gonorrhea, we will again collect specimen from your vagina to perform tests, which will rell us if
you are free from the germs.

You will be directly benefited from participation in this study since we will diagnose your problem and provide you free treatment.
This will also prevent transmission of the disease to others. Additionally, the results of this study will benefit the society.

There is no physical rsks involved in this study.

If you do not participate in this study, you will receive the standard treatment of this clinic. You would also be able to withdraw
your consent at any time during the study without causing any penalty to you and without affecting your further treatment at this
clinic.

All of your medical information including the resuits of the laboratory tests will be kept confidential, and no body other than the
investigators of this study and the Ethical Review Committee that overseas protection of human rights would be able to sce them.
We will be happy to answer to your questions, now ot a later time.

If you agree 1o participate in this study, please indicate that by putting your signature or left thumb impression on the specificd space

below,

Thank you for your cooperation.

Signature of the client Signature of the Investigator Signature of the witness

Date:

Date: Date:
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Annex 4

Tite of the Research Project: Trearment failure due ciprofloxacin in gonorthea among Bangladeshi female sex workers.
P.I. Motiur Rahman

Voluntary Consent Form (Asymptomatic patients)

In our previous study we found that 40% of the FSWs in Bangladesh are suffering from gonorrhea which could be symptomatic or
asymptomatic. As you are involved in the occupation we suspect that you may be sufferng from asymptomatic gonorrhea. The disease is
caused by infection due to a germ called Neiwseriz gonorrhoeas. Treatment of gonorrhea requires the use of an antibiotic drug that kills the

germs.

Oral administration of a single, 500-mg dose of ciprofloxacin only once comprises a simple but effective treatment of gonorrhea.

However, we have recently observed that a significant proportion of the germs in Bangladesh are resistant to this drug, which means that
the drug may not be effective in the treatment of gonorthea when the infections ate caused by such germs. A single, 125-mg intramuscular
injection of another antibiotic drug, ceftriaxone, is also effective in the treatment of gonorrhea.

We are conducting a study to compare the effectiveness of ciprofloxacin and ceftriaxone in the treatment of gonorrhea. Results of this
study will help us determine which of these two drugs should be used in the treatment of gonorthea in Bangladesh. You may help us in our
efforts by participating in the study. If you agree to participate in our study:

10.

11.

12

13.

14

15.

16.

17.

18.

We will ask you some questions regarding your health, and a trained female doctor will perform your physical examination
including a vaginal examination.

Using a cotton-tipped stick, we will collect specimen from your vagina for diagnosing the cause of your problem and also for other
special tests for the research. The procedure is painless, and will not cause any harm to you.

We will ask you to retumn to this clinic after 3 days. Results of the laboratory tests will be available by this time, and we would be
able to tell you whether or not you had gonorthea. If we found that you have gonorthea, we will treat you with either a single
500mg oral dose of ciprofloxacin only once, or a single 125-mg intramuscular injection of ceftriaxone.

We will ask you to retum o this clinic after 7 later to reassess your condition. We will again collect specimen from your vagina to
perform tests, which will tell us if you are free from the germs.

You will be directly benefited from participation in this study since we will diagnose your problem and provide you free treatment.
This will also prevent transmission of the disease to others. Additionally, the results of this study will benefit the socety.

There is no physical dsks involved in this study.

If you do not participate in this study, you will receive the standard treatment of this clinic. You would also be able to withdraw
your consent at any time during the study without causing any penalty to you and without affecting your further treatment at this
chinic,

All of your medical information including the results of the laboratory tests will be kept confidential, and no body other than the
investigators of this study and the Ethical Review Committee that overseas protection of human rights would be able to see them.
We will be happy to answer to your questions, now or a later time.

If you agree to participate in this study, please indicate that by putting your signature or left thumb impression on the specified space

below.

Thank vou for your cooperation.

Signature of the client Signature of the Investgator Signature of the witness

Date: -

Date: Date:

25



BT GRIIN ST (FH
TR, BIE-525%

: | TRl TS ot (Berriye @it o)

AR IS T IS il awel F% @, wieR e Qs e | q@tfe iR st e
fG FRIY TR AT @R @2 @R B o e G I arfSanafSs doarem, @ SRdtes Tees

TE |
TAE
&g

PRATERIRR-¢oo M Y W OA T QMG TR BiFei weg | 7efs uft aSmaN
@, SR 3B Brawae wet 03 anfSarufite serfea: adie 03 OfSnafs s
wE @S I @ty fBfeewm s anfSanafBsl srfed wie e w3 ovwa

CTRRICTRA - Sa¢ frett Wi Svreem feae sttafam @ty Tided Biwet sosg |

LIRED

Ry fBfFemm 3 PranryPE a3 CTRTTET W3 TfEfie gem R T uoft i

Afaoter T3 | ¥R 96 GfSITeBes g @R semmet seenfm fBfFem wite SHwaft g3z 3w
91 BT @R HTE O (I FICS WNTHE A TAI 1 WAT AT EINT WOt T WA AW

TA0S

>

oy

AN

8|

¢

W |
91

b

& |

NI | =i 15 @ Sy weisRd Fare N SIEE ¢

Wl SR Ay TrE g o e a3 aFeH Gt wiEEn e witEe 8 o
FACIA | IR W4T AR A TS TEEE A |

ST B T 9B FEF F2Tw WA @A I CHa A o0 Sy Al nany
AR T T TR FEd iy T e T wieE @R il Sed 90aR A @3 Wi
@F HST Ao @3 | '
IR YT I =R 2SN = A, ISR enfia @i Siers, B SIS BraimtE-coo
T4 AT G CTERRAEA - Sx¢ Mgl aF9= 90 Seeig e fofees sa1 2=

9 a4 i A9 OER WA ASE 9 29 3o WieNR (A el cTER O3 FReEn )
AT T ANST AT | WA ATHRan @es) FA672 Wiars 591 W01 WA T S e w5
Sl SN S HEW A AN e i ant SeER T 7 93 WOHE A AgE T9NH
AT TR pfeTe Bfdea f[um sl Wi Bl wat zra 1 7t wistf i @nst W =,
AR AR TS W WA CE A v, 1 e wikE s ive Afw = w3
@32 W QIS Tt 5 7t o a3 e

AT 9 ATIEN 206 WA AR TH3s 203w, TR Wwal RAAR @nsts FEdd Hdy $18 weme
feamyze fofee emm a1 @2 798 AR QS wicee T woe Afbtaiy 39 | BoE, W3
CIITR 2] ST SIS T1FS T4 |

0 SITTFA SLATDS I @R AT Y7 7o @3

WA A G SRR SR W8 FET e 3 fFrer difte way s wief e
AT | ST LIRS FRS (A FH AN @FFEEA TR weid W wiemm Ay dengg
TACS AR | TR 0B 5T o efte wivra 193! ifoss agRe e Afied" T3 1 |
TICACA] HATER PEE S WOHR ARG A T UG T I WAt @B ey
TR, TIFFT (3R WA S T IR IR TS PR U O @8 SIS AR
Il

S G T AR @ I A0a TR s s e |

ot T 9 AT ST S0 T, 1R SR A0 TS ot R B AT e et e
WA FRLAfTeT T 4N |

TR SwERaFAE e/ ' AT TwHI
wifgas wifgde



.’5 W e BRIT AT G
' TR, T332
TR WS A (TR @z W)

T FETE IR (Tt ¢1tg (4, IRATAT 0% (TR sTnfa st Wier, qCRE Wy St
@R TopfRn Sor iR w1 cirgg Wi @R copim Fonfdte wites, wrEAr W 9% @, e
ToiER AN QN IR 4TS AN | @RS SRR e e 9T o S 7w A
4 | sieetfs fofeein v WifSanfos eraem @ @ SR | ars 7o BrarrEbE-coo
sttt (Y TIYAEAT) GFIR G @57 96 ANFSATGS W enfAy By srfad | s A
SRR Tt OltR 1, e Sy TR @wlE SrmaEey St O3 onfSaraeres s /el
Fre 7HY, wfie WnfHInafeE «2 gow aferm Sg o Feahirs st @ BiFem Irdea 91e
TS AT | CTH@ CATRTTIA - >3¢ sl 4T Wy wg S o 93t aifseeGs of
siTenfEa s fBfsenrn sried e stz 1.

st srenfEE fofemm @ 9t anfSaais wdi Fisrarratm 13z oG 3 e ge Tae
& GF6 STARN TR | 97 PR (AT IREA0T AR By 92 55 anHerftey e Tag
Tt Bfow o wrEt e T3S sttt | wief OB STaRenn Wi 03 SR R A0S SNET | ey
A% 93 ATIRET RS TS I 3

S1 IR W Y ArE g o T @9 GaeH Giiene ok ffvers witesn At sdw
TN | AR T JATR A TG TGS AR |

A1 SR T AN 936 IR AR S e e BT ety w0 @ R we
SIS A T T | TS (@ N1 SFe FAEH J1 932 WIHAT @ 53 790 A3 |

o1 o i o WS W2 e W W oE, O s AR e @nd e e
e WEEE [ eArA et A | A WA eI cns wiws @, ok @3 BN we
HACE ¢oo stz Pranmtm 6 I e (s oreW W3 T eI d3¢ e s T
T TEH ZAEHSHH (ST A |

81 WRR T A7 SeiTs W% BT SPTS TR, 199 SR G e T s s w0
FAACACS A3F T T | 93 AT (e 4 Fargs e 5 71 O §uat oS @ |

@1 AR O I WTR T TAPTR BT L | TR 0 (AT AT @1 g 5 A e 9
3 e (s @ier s tem e WienT wmm Ty 03 @ e cid w9 1 |
TATE R ACTENR AT (AF AN TAFE XA |

b1 G ATTEE SR (AT FFA S 7 oS @3

Al A A R IR s e I wrmEe R e dofre aray sl el B
N | TUAE ALE FES @ R A (TS Fo4ad Bod weH womr 7 gongs
FACS ARLIA | GFAF 4B (S e oie W oreas! Bfeeon aragme gt AR e A

bl CIREER IR TATN ¢ SRR AROW A wrE ofistfiwet T 9 ) 9 A
AZIFIR, ATEN G WS ST TR 2T S0 W OFR B9 S @8 WS AR
Tt

1 SIEICY (T AT WIAR (¥ @9 4R T8 Are weicay 3t |

AR 1% 43 AT SR TS T, OIR0E ST IR s awa R g e s e o o
T+ TR o g |

SRR WesigzeIiarg wrsa/B oy AT T
wifdss wifg



INTERNATIONAL CENTRE FOR DIARRHOEAL DISEASE RESEARCH, BANGLADESH
Mail  : ICDDR.B, GPO Box 128, Dhaka-1000, Bangiadesh

Phone : 871751-60, Telex : 675612 ICDD BJ

Fax  : 880-2-883116, 886050, 871568, 871686, Cable : Cholera Dhaka

CENTRE

FOR HEALTH AND
POPULATION RESEARCH

wuss  Memorandum

To :Dr. Motiur Rahman
Laboratory Sciences Division

From : Professor Mahmudur Rahman acﬁf\/
Chairman, Ethical Review Committee :

Sub  : Protocol # 99-013

The Ethical Review Committee met on 4% August 1999 and considered your
prptocol #99-013 entitled “Treatment failure due to ciprofloxacin in gonorrhoea
among Bangladesht female sex workers”. After a thorough review and discussion,
the Committee made the following observations to be addressed in your protocol:

a)
b)
c)
d)

on the Face Sheet, item # 2(a) should be marked 'Yes’
the objectives and hypotheses should be clearly written.
the title of the protocol should be revised to reflect the methodology.

the flow-chart should be revised to make it more reflective and representative
of the study.

You are requested to modify the protocol incorporating the above observations, in
consultation with Dr. Halida A. Akhtar. The revised copy should be submitted to
the Chair for necessary action.

Thank you.

Copy:- Division Director

Laboratory Sciences Division
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Infernational Centre for Riarrhioeal IMisease Research, Bangladesh

CTMU RE FOR HEALTH AND POPULATION RESEARC]H

f\!!fliif,:/fﬁdf,

: g% SUMMARY COMPLETION FORM FOR PROTOCOLS

=

AL P

Title . Prevent;on of treatment Tulldre due to 01pro1’:lo‘<qc1n and

ceftriazone In gonoxrhoea among uanglad shi female sex
workers.,

Investigator(sj :  Dr, "Motiur Rahman, quﬁ-s
Pretocoi No. @ gg-g12 - Budget Coder 207451

Finaings (Abstract) :

The study wa 5 conducted Len veen July 1999 to Dec 2000, Between September 1999 to Auguse 2000
a total of 527 subjects were cmohcd for the study, Of the 527 enrolled subject 513 were eligible for
sample collecion. Among these 513 patient 186 (36%) were culture positive for N gororrhacas. Out
of these 186 paticnts 150 were randomized to treatment {Tab. Ciprofloxacin or Inj. Ceftriaxone). Of
these 150 subjects 80 werce treated with tab. Ciprofioxacin and 70 were weated with Inj. Ceftriaxone.
After one week 123 (82%) subject were avaiabie for a follow up sampling.

Among the patients treated with diprofloxacin 34, 3% (24/70) were cured Compmed e 98.1%
(52/53) treated with ceftriaxone. Of this populaton, 250 (48.7%) had cervical mfection with cither
N gonorshoeae and for C. traghowiatis. Dual infecton with both gonorthea and chlamydia was found 1
10.3% (537513} of the subjects. The overall prevalence of_ gonorrthea and chiamydia was 36%
(186/513) and 23% (11 .f/‘)O?) respectvely. The provalence of \mmm] infection trichomeniasis and
Bactetial vaginosis was 32% (148/459) and 7W% (387/489) respectively. Scro-prevalence for syphilis
was 26% (i34/513).

i
s
n

Policy Implications:

Ce . . ) . . . to 1 1 [
The Fuding of this fndicates that the current treaiment guideline for gonortiica reeds io be chiriges
in Bangladesh. High prevalence of ST among (oating sex workers indicates the need for larpeled

itervenuon.

Pissemination pia

The study finding has been presented as abstact in International conference of Antimicrobial Agent

and Chemotherapy. The data has been presented in forums of Skin and Veoeceal Diseases spec
in Dhaka. We are planning ro pubiish this data in internadonal Journals. A/\O i ,W

rerain

E\_J_._____‘ ‘ “}:w.n alire of the Ir.t.

- .
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