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	OBJECTIVES: Summarise the specific objectives stated in your original proposal. Indicate and explain any modifications made during the reporting period.

- To train PhD students who are teachers in the basic and clinical medical sciences at Hanoi Medical University to use modern research methodology and appropriate diagnostic tools in a cost-effective way.

- Strengthening the cooperation between Vietnam and Sweden in research and training human force.




	Project Summary
	Start time
	Jan 2004
	Final time:
	Dec 2004

	Capacity objectives:

For the students:
· To attend specific training courses
· To learn new laboratory techniques
· To learn to do field studies in a proper way
· To transfer knowledge to HMU
· To present own results at scientific conferences
· To cooperate with research students, researchers and universities in the same areas of research (networking) in Vietnam and Sweden and the rest of the international scientific community 
· To defend the PhD thesis at Karolinska Institutet
· To become independent and knowledgeable researchers
Furthermore:
· To select new students for new research period of the project


	Research objectives:

· To apply the techniques used for each research project and/or to implement clinical surveys

· To recommend suitable methods for diagnosis

· To write scientific papers with the results obtained and in this way to disseminate the results in Vietnam and the rest of the world



	Summary of Progress:

Capacity: 

· All six students of the first phase started from 2000 have gained a lot of knowledge in both theory and practice in their researches. All of them have finished the half time control exam for Ph.D. with good results. Four of them will defend their Ph.D. thesis in 2005 and the others are supposed to graduate in early 2006.

· Six students of the second period 2004-2007 started to take part in some basic courses at Karolinska Institutet. In Vietnam they did experimental research and fieldworks. In December, all subprojects were approved by the Ethical Committee of HMU.

· Some training courses were opened at HMU to increase the knowledge of students.

· Establish a Selection Board including professors from HMU and others of MOH to examine and select three out of four new students for the period 2005 -2007.

· All students did periodical and end year reports by paper with the signatures of their supervisors, coordinator and themselves.

· Organising the end year report workshop of 2004 and plan for 2005.



	Research: Highlight the main activities carried out during the reporting period

The main research activity was laboratory research including writing research articles carried out in Sweden. Most new students started field research in Vietnam.

Other activities:

· Selecting the new students for 2005

· Approving supervisors, students for Ph.D. and research topics of 7 students of the period 2004-2007



	Research activities and results (4 pages maximum): 

For each project carried out during the reporting period, summarise results obtained and when the project was completed or the anticipated date of completion. Give the name(s) of the scientist(s) involved in each project.

Nguyen Vu Trung

1. Title: Children's diarrhea in Hanoi, Vietnam; importance of enteric pathogens

2. Background: Diarrhea is leading cause of illness and death among children in developing countries, where an estimated 1.3 billion episodes and 4 to 10 million deaths occur each year in children under five years of age. In Vietnam, different studies have shown that the frequency of diarrhea is 2.2. to 6 episodes for each child in one year. The common pathogens are: rotavirus, Diarrheagenic E. Coli, Shigella spp., enterotoxigenic Bacteroides fragilis, Salmonella spp., and Vibro cholera. Our objectives in this program are to characterize the isolates, and to assess clinical symptoms and the epidemiological factors related to the diarrheal diseases.

3. Studies:

3.1. Nguyen VT, Le VP, Le HC, Nguyen GK, Weintraub A. Detection and characterization of diarrheagenic E. coli from children under 5 years of age in Hanoi, Vietnam. J. Clin. Microbiol. 2005; 43: 755-760.

       3.2.  Nguyen VT, Le VP, Le HC, Weintraub A. Antibiotic resistance in diarrheagenic Escherichia coli and Shigella  strains isolated from children in Hanoi, Vietnam. Antimicrob Agents Chemother. 2005; 49: 816-819.

      3.3. Nguyen VT, Le VP, Le HC, Weintraub A. Detection and identification of enterotoxigenic Bacteroides fragilis  in children less than five years of age in Hanoi, Vietnam. Anaerobe. In press.

      3.4. Nguyen VT, Le VP, Le HC, Weintraub A. Diarrhoea caused by Rotavirus in children less than five years of age in Hanoi, Vietnam. J.

Clin. Microbiol. 2004; 42:5745-5750.

      3.5. Nguyen VT, Le VP, Le HC, Nguyen GK, Weintraub A. Etiology, epidemiological factors of diarrhoea in children under 5 years of age in Hanoi, Vietnam. Manuscript submitted.

He finished labworks and paper writing for whole project and obtained 21.5 course points. He is going to defend his dissertation in March, 2005

Hoang Thi Thu Ha

Diagnosis and treatment of H. pylori infection in Vietnam
Helicobacter pylori (H.pylori) infection is now accepted as the most common cause of gastritis, peptic ulcer diseases and has father been implicated in gastric carcinogenesis. H. pylori infection, and hence the diseases caused by the microorganism, is decreasing in younger age cohorts in developed countries but remains a major health problem in developing countries, e.g. Vietnam but the prevalence of the infection is largely unknown. 
    The aims of the present study were to determine the best serological methods for serodiagnosis and seroprevalence studies in Vietnamese population and to apply these methods to investigate the seroprevalence of H.pylori infection in Vietnam. We further wanted to test the performance of commercial serologic kits for serodiagnosis and seroepidemiology in Vietnam.

Publications:

1. Wheeldon TU, Hoang TT, Phung DC, Bjorkman A, Granstrom M, Sorberg M. Helicobacter pylori eradication and peptic ulcer healing: the impact of deleting the proton pump inhibitor and using a once-daily treatment. Aliment Pharmacol Ther. 2003;18:93-100.
2. Wheeldon TU, Granstrom M, Hoang TT, Phuncarg DC, Nilsson LE, Sorberg M. The importance of the level of metronidazole resistance for the success of Helicobacter pylori eradication. Aliment Pharmacol Ther. 2004;19:1315-21.

3. Hoang TT, Wheeldon TU, Bengtsson C, Phung DC, Sorberg M, Granstrom M. Enzyme-linked immunosorbent assay for Helicobacter pylori needs adjustment for the population investigated. J Clin Microbiol. 2004;42:627-30.

4. Hoang TT, Bengtsson C, Phung DC, Sorberg M, Granstrom M. Seroprevalence of Helicobacter pylori Infection in Urban and Rural Vietnam. Clin Diagn Lab Immunol. 2005;12:81-5.
In 2004, Dr. Ha attended 5 courses and obtained 9 course points. She will defend her dissertation in the end of 2005 or beginning of 2006

Dang Thi Ngoc Dzung

Effects of Artocapus tonkinensis extract in experimental arthritis models of disease development and the immune system
Rationale: Rheumatoid arthritis (RA) is a chronic joint-destructive disease affecting about 0.5-1% the western-world population. RA disease causes severe suffering and functional impairment among affected individuals and is a huge financial burden on patients, their families and society. RA is classified as a systemic inflammatory disease with autoimmune feature. Nowadays, it has neither been possible to prevent the disease nor to arrest the disease process through medical therapy. The current therapy is directed toward diminishing the inflammatory response and treating the sequelae of uncontrolled inflammation. In Vietnam, some of herbals medicines have been reported to have effect on treatment of arthritis. Artocapus tonkinensis (A. tonkinensis) belongs to the Moraceae family. It is a tree widely distributed in the North of Vietnam. A. tonkinensis root is one of such food items that health-conscious people enjoy. They have been used as both food and medicine through recorded history and are one of nature sources physiologically active compounds that have been studied for the development of both nature medicine and pharmaceutical products. The decoction of the leaves and roofs are used in folk medicine to treat backache and RA. Several animal models have been useful in the study of RA. In collagen-induced arthritis, a polyarticular arthritis is induced by immunization of animals with type II collagen. The experimental model may mirror principally different modes through which RA provoked in human. In an adaptive immune responses and pathogenesis of induced arthritis, not only T cell, B cells are of important, also macrophages. The macrophages show clear signs of activation, such as over-expression of MHC II and production of pro-inflammatory and regulatory cytokines. Cytokines can act locally or at a distance and the effect varies depending on the target cells. Cytokines are produced from onset of an immune response, starting with the production of IL-1, IL-6, TNFα whose primary function is to start the increased production of acute phase reactant. Animal models offer a great help in studying effects of a new drug and understanding its mechanism of action. This enables us to address questions about how the inflammatory response causes arthritis in animals. We therefore treated animals with purified material originating from A. tonkinensis. However, little scientific information exists about how the biological effects of A. tonkinensis are exerted. 
Research aims: This project has the three following objectives. (1) To study the effects of extract from A. tonkinensis in experimental arthritis. (2) To find out the most active substances extracted from A. tonkinensis that may induce suppression of the disease (3) To study mechanisms of action of A. tonkinensis extract and its purified fractions. More specifically: - To study the effects of A. tonkinensis on the development of rat collagen-induced arthritis; To study the inhibitory mechanisms of the total compound from A. tonkinensis on the expression of pro-inflammatory cytokines produced by macrophages; To study the inhibitory mechanisms of chromatography fractions of A. tonkinensis on T cell function and macrophage cytokines function; To study mechanisms of apoptosis by three different methods (Tunel, AnnexinV and Fas/FasL).
Methods: 
The effects of the total extract from A. tonkinensis in experimental arthritis models: Collagen-induced arthritis (CIA) was induced in DA rats by immunization with collagen type II emulsified in IFA. Starting at the day of immunization, rats were treated daily with intra peritoneal injections of At extract. Arthritis progression was measured by clinical scoring of paws. 
- Serum anti-collagen II antibody titres were measured by ELISA. 
- In vitro, lymph node cell cultures were treated with A. tonkinensis extract and apoptosis-inducing effects were determined by Flow cytometry staining with AnnexinV and propidium iodide as well as by In situ death cell method the so called Tunel method
-TNFα, IL-1β, IL-6 cytokine production in macrophage cultures treated with the extract were quantified by ELISA assay.
Results: It was demonstrated that extract from A. tonkinensis inhibits the development of collagen-induced arthritis. Furthermore, our experiments suggest that the inhibitory effect is mediated by effects on T lymphocytes and on the production of pro-inflammatory cytokines produced by the monocyte/macrophage cell lineage. One result of this enhanced immunoregulation is increased apoptosis. We expect that further experiments will clarify which components of A. tonkinensis are active. Preliminary results obtained by Prof. Hien of the Traditional Medicine institute in Hanoi suggest that the active fraction is a flavonoid.

In 2004, Dr. Dung attended 2 courses and obtained 3 course points. She has 1 paper published and the other accepted.

She will defend her dissertation in early 2006.

Nguyen Van Do

Title: Role of Epstein-Barr virus in the development of nasopharyngeal carcinoma and application in clinic
Introduction:

Nasopharyngeal carcinoma (NPC) shows a world wide very uneven geographical distribution. It has been suggested that NPC is the fourth commonest tumor in Vietnam, while it is rare in other countries (0.6 cases /105 /year in Sweden). Among the environmental factors much attention has been focused on the well-documented association with Epstein Barr virus (EBV) although its role in the etiology of NPC is still not clear.

EBV is a lymphotropic human herpesvirus that establishes lifelong latency. The virus is strongly associated with several human malignant disorders including NPC (100%). Only six EBV genes are known to be expressed in this tumor: EBNA1 (EB virus nuclear protein, for the maintenance of the viral episome), LMPs (membrane proteins including LMP1, LMP2A and LMP2B) and two EB early RNAs (EBERs). LMP1 can transform established rodent fibroblasts and human epithelial cells in vitro as oncogene.
Results:

1. The main EBNA1 variant from Asia shows a higher transcriptional activity on EBV oriP-FR and a reduced regulational activity on Qp.

EBNA1 is one of the nuclear proteins encoded by EBV and is expressed in all cells of different origins carrying the virus. Expression of EBNA1 is essential for enhancement of viral transcription and for activation of viral replication including viral genome maintenance and distribution through interaction with FR (family of repeats) and DR (dyad symmetry) in oriP (latent origin of replication) and Q promoter. We detected two EBNA1 variants from Chinese and Vietnamese NPC patients and healthy Vietnamese controls. Our results suggest that Asian EBNA1 variant is increasing the transcription activity in FR as transcriptional enhancer and reduces the negative regulation in Qp, compared to P-ala (B95.8 Western prototype).

This finding for the first time shows that the Asian EBV variant is functionally different from the Western EBV variant and this could be of importance in understanding the biological role of EBNA1 variants in the pathogenesis of NPC.

2. Inhibition of cell proliferation and tumor growth of nasopharyngeal carcinoma by EBV EBNA1 and LPM1 antisense ologonucleotides.

Antisense oligonucleotide specifically inhibits gene expression by forming hybrid triple- or double-stranded DNA or RNA. By blocking expression of EBNA1 and LMP1, it may be possible to disrupt the malignant phenotype of NPC. 

In the present study, the activity and protein level of EBNA-1 or LMP1 was significantly downregulated by antisense. In HeLa cells carrying a tetracycline dependent LMP1 expression vector, antisense oligonucleotides inhibited both LMP1-induced NF-kappaB activation and LMP1-enhancement of cellular stress-induced caspase-3. Simultaneous treatment with two antisenses inhibited tumor cells proliferation in addition to gene activity. The tumor volume of transplanted C15 NPC tumors to SCID mice was significantly reduced after subcutaneous injection of antisenses against EBNA1 and LMP1 in contrast to sense oligonucleotide control. Our results could have a future therapeutical potential and suggest that one might use the synergenistic effect of anti-EBNA1 and anti-LMP1 antisense oligonucleotides in treating and preventing NPC. The patent has been applied for. 

3. Variation pattern of NPC related EBV genes.

Besides for EBNA-1 we looked at other two important EBV genes for NPC, LMP1 and LMP2. Both are latent membrane proteins. LMP1 is an oncogene and involved in several signaling pathways. LMP2(A) is a negative modulator and can block calcium mobilization, tyrosine phosphorylation and lytical replication in B cells, but its function in NPC is unclear. We are going to complete the analysis of LMP1 promoter region and polymorphism of Xho1 and LMP2A (functional region in N- and C- terminal). The EBNA1 binding sites in Qp and DR, and EBV load will be further studied as main project.

4. Tumor suppressor genes.

Cytogenetic and loss of heterozygosity (LOH) studies have demonstrated alteration in short arm of human chromosome 3 in NPC. Our previous LOH studies revealed three regions (3p25, 3p21 and 3p14) which showed the highest frequency of allelic loss in NPC.  A reduced expression of RASSF1A gene was found in 50% of NPC by real time RT-PCR analysis, whereas Blu gene was found in more than 90% of NPC by RT-PCR analysis.32 It suggests that these genes contribute to the tumorigenesis of NPC in a subset of NPC, indicating that different mechanisms are involved in NPC development. We will complete these data for publication.

5. Epigenetic Changes of Nasopharyngeal Carcinoma and its diagnostic use in the clinic.

In this paper we aim to understand the molecular basis of NPC and thereby expand the prospects for the development of early diagnostic markers based on the samples from cell-free serum of NPC patients. Here we first investigated the epigenetic changes of one NPC specific gene, LMP1 and several tumour suppression genes, including RASSF1A, RARB2, DAP-kinase and E-cadherin. We have demonstrated a distinct methylation pattern of multiple genes in NPC patients and also demonstrated that detection of NPC in cell-free serum by a multi-methylation specific PCR method appears to be sensitive and specific, which indicates that it is worth to further evaluate its clinical application in assisting screening for NPC.

He obtained 8.9 out of 18.5 course points,.

He will defend his dissertation in early 2006.

Nguyen Khanh Hoa

Assessment of the hypoglycaemic effect of herbal drugs in Vietnam
1. BACKGROUND
Type 2 diabetes mellitus is a common endocrinological disease. The number of people with type 2 diabetic in the world is predicted to be 220 million in the year 2010. In Vietnam the prevalence of diabetes is 0.3% in Haiphong (1990), 1.1% in Hanoi (1992), 2.5% in Hochiminh city (1993). Several drugs for treatment of diabetes mellitus have been found such as sulfonylureas, biguanides and thiazolidinediones. However those drugs are synthetic and imported in Vietnam so the cost of the treatment is too high for Vietnamese patients. Looking for a hypoglycemic agent that origins from herbals was considered as an useful way to facilitate treatment of type 2 diabetes. Over the last two decades, several comprehensive reviews have been written on the evidence that plants are of use in the treatment of diabetes. For example: Anemarrhena asphodeloides, Smilax glabra Roxburg- Liliaceae. In Vietnam, from 1940s up to now some of the herbs have been used to treat the type 2 diabetic patients and some kind of drugs that origin from those plants have been produced, such as DBT tea, Bach truat glue, Muop dang powder. Especially in 1999-2001 the hypoglycemic effects of Smilax glabra, Anemarrhena asphodeloides, Gynostemma pentaphyllum, have been tested on mice.  To continue to study the hypoglycemic effect of Vietnamese plants, we have been performed this project with the following aims. 
2. THE AIMS
- To investigate herbal drugs with the hypoglycemic effect in Vietnam.
- To find out the most active substances extracted from those plants that could be used for treatment of type 2 diabetes mellitus, and study their mechanisms of action.
3. RESULTS
3.1. Screening study.
We have studied the hypoglycemic effect of 8 plants in the traditional medicines in Vietnam and found that 2 of them have an hypoglycemic effect on normal mice
3.2. Insulin secretion is stimulated by ethanol extract of Anemarrhena asphodeloides (TH2) in isolated islet of healthy Wistar and diabetic Goto-Kakizaki rats Nguyen Khanh Hoa, Dao Van Phan, Nguyen Duy Thuan, Claes-Göran Östenson. Exp Clin Endocrinol Diabetes  2004;112: 520-5
    At 3.3 mM glucose, 2, 4 and 8 mg/ml TH2 increased the insulin release of Wistar rat islets 2.5, 4.1, and 5.7-fold, respectively (p<0.05) and of GK rat islets 1.7-, 3.0-, and 6.3-fold, respectively (p<0.01). Similarly at 16.7 mM glucose, 2, 4 and 8 mg/ml TH2 increased insulin release of Wistar rat islets 1.5-, 2.2-, and 3.8-fold, respectively (p<0.05) and of GK rat 2.5-, 4.2-, and 11.9-fold, respectively (p<0.01). In perifusions of islets, TH2 also increased insulin secretion that returned to basal levels when TH2 was omitted from the perifusate. Mangiferin, a hypoglycemic substance present in Anemarrhena asphodeloides extract, had no effect on insulin secretion of islets. In islets depolarized by 30 mM KCl and B-cell K-ATP channels kept open by 0.25 mM diazoxide, TH2 (8 mg/ml) further enhanced insulin secretion at 3.3 but not at 16.7 mM glucose. Pertussis toxin suppressed the insulin stimulating effect of 2 and 8 mg/ml TH2 by 35% and 47% (p<0.05 and p<0.001, respectively). Thus, ethanol extract of the roots of Anemarrhena asphodeloides contains a substance, TH2, that stimulates insulin secretion both at 3.3 and 16.7 mM glucose in islets of normal Wistar and diabetic GK rats. The mechanism behind TH2-stimulated insulin secretion involves an effect on the exocytotic machinery of the B-cell, mediated via pertussis toxin-sensitive Gi- (or Ge)-proteins.
3.3. A novel insulin-releasing substance, phanoside, from the plant Gynostemma pentaphyllum. Åke Norberg, Nguyen Khanh Hoa, Edvards Liepinsh, Dao Van Phan, Nguyen Duy Thuan, Hans Jörnvall, Rannar Sillard, Claes-Göran Östenson. J Biol Chem 2004;279: 41361-7
Extracts from Gynostemma pentaphyllum Makino (Cucurbitaceae), an East-Asian herb, have been reported to have numerous activities, such as antitumor, cholesterol-lowering, immunopotentiating, antioxidant and hypoglycemic effects. We have isolated one active compound by ethanol extraction, distribution in butanol/water, solid phase extraction/separation, and several rounds of RP-HPLC. We show by NMR and mass spectrometry that it is a novel saponin, a gypenoside that we name phanoside, (21-,23-epoxy-,3β-,20-,21-trihydroxydammar-24-ene-3-O-{[α-D-rhamnopyranosyl(1 >2)]-[β-D-glycopyranosyl(1 >3)]-β-D-lyxopyranoside} with a molecular mass of 914.5 Da. Phanoside is a dammarane-type saponin, and 4 stereoisomers differing in configurations at positions 21 and 23 were identified, each of which were found to stimulate insulin release from isolated rat pancreatic islets. We also found that the stereoisomers are interconvertible. Dose-dependent insulin-releasing activities at 3.3 mM and 16.7 mM glucose levels were determined for the racemic mixture containing all 4 stereoisomers. Phanoside at 500 µM stimulates insulin release in vitro 10-fold at 3.3 mM glucose and potentiates the release almost 4-fold at 16.7 mM glucose. At these glucose levels, 2 µM glibenclamide stimulates insulin release only 2-fold. Interestingly, β-cell sensitivity to phanoside is higher at 16.7 mM than at 3.3 mM glucose, since insulin responses were significantly increased by phanoside below 125 µM only at high glucose levels. Also, when given orally to rats, phanoside (40 and 80 mg/kg) improved glucose tolerance and enhanced plasma insulin levels at hyperglycemia. 

Dr. Hoa attended International diabetes conference in France and had poster presentation at the EASD 2004 in Munich, Germany (5-10/2004). He attended 9 courses and obtained 13 course points

He has 2 papers published and one in manuscript. He will defend his dissertation in 2005.

Tran Thi Thanh Huong

1. Title: Attempted suicide in Hanoi
2. Background
Very little is known about the characteristics of Asian suicide attempters and suicide, including Vietnam. Finding risk factors, causes of attempted suicide help to establish strategies for prevention on suicidal behaviours in Vietnam
3.Objectives
General objective: To prepare basic quantitative and qualitative data about suicide and attempted suicide in order to develop a national program of suicide prevention for Vietnam
Specific objectives
(1) To investigate the characteristics of suicide attempters and to describe similarities and differences of risk factors between suicide attempts in Vietnam and in the West
(2) To identify suicidal process in young persons who attempted suicide in rural community in Vietnam
(3) To investigate frequencies and characteristics of suicidal behaviours in urban community in Vietnam
(4) To evaluate treatment strategies for suicide attempters
4. Method
Subproject 1 Retrospective study of records of 515 attempted suicide patients treated in Bachmai hospital during the period 1999-2001 was performed.  Characteristics of attempted suicide patients in Vietnam have been compared to the West. 
Subproject  2 A qualitative method has been used for identifying suicidal process in patients who attempted suicide in rural community in Vietnam. All case studies of attempted suicide within one year in a rural district SocSon in Hanoi were analysed. 
Subproject  3 The procedure of suicidal ideation and suicidal thoughts has been investigated in the general population in urban community. This study is one part of SUPRE-MISS project (Multi interventional study on suicidal behaviours within the WHO suicide prevention program) 2280 people living in DongDa district – one urban district of Hanoi were selected randomly. They were interviewed concerning the presence of persons with suicidal thoughts, suicidal plan, suicide attempts in the last 12 months and in during the whole life. Characteristics and frequency of suicidal behaviours are analysed.
Subproject 4 Follow – up as an interventional method in treatment of suicidal patients. All suicide attempters admitted to all hospitals in urban of Hanoi were included for the follow up intervention. They were interviewed by standard questionnaire of WHO used in the SUPRE-MISS project. All patients were randomly selected in 2 groups: 
+ Group 1: received treatment as usual
+ Group 2: received moreover treatment as usual, receive a counselling before discharge from the hospital and during follow up at 1 week, 2 weeks, 4 weeks, 7 weeks, 11 weeks, 3 months, 6 months, 12 months, 18 months after discharge. The results of this intervention will be compared between 2 groups after 6 months and 18 months.
5. Results 
Characteristics of attempted suicide have been identified and compared to Western countries. Despite some differences between suicide attempters in Vietnam and the West, such as that rural Vietnamese frequently use pesticides and rat poison for attempting suicide and only small proportion of patients were diagnosed as psychiatrically ill in Vietnam1, there are substantial similarities. Both in Vietnam and in the West, suicide attempters are young, and more females than males. Patients have a predilection for using intoxication as a method, with low medical lethality scores as a result. In urban areas, it is similar to the West: patients employ analgesics and antipyretics (e.g. paracetamol) most often. The causes are also similar: acute life stressors due to unsolved conflicts with parents, partners and others. That suicidal acts were conducted when other people are around indicates a strong help-seeking component of the attempt. Some suicide-preventive strategies used in the West are applicable in Vietnam. Reducing access to pesticides and rat poison is comparable to western efforts to make paracetamol or firearms less freely available. Skills in resolving family conflicts can be taught in schools according to WHO-suicide prevention resources for teachers. Education for parents, teachers and pupils can be a good way for early detection of suicidal ideation and preventing suicidal behaviours. In addition, preliminary analysis of characteristics of suicidal ideation in general population in urban community was performed. Suicidal ideation related to marital status, age, employment, chronic diseases, emotional troubles at least for 1 year before suicide attempted as well as habits for using sleeping pills or pain medication. Suicidal thoughts were not related to religion. Epidemiological studies are good for monitoring of the magnitude of suicidal behaviours. In suicide prevention, it is necessary to know how the suicidal people think and why they made suicide attempts. A qualitative study was performed in order to identify suicidal process and compare it between younger and older suicide attempters. In Vietnam, attempted suicide patients usually do not receive any medication or other treatment after discharge from hospital. So, the treatment of suicide attempters by usual method and by counselling and follow-up also will be analysed. All research results contribute to develop a programme on suicide prevention for Vietnam.

Dr. Huong attended 9 courses and obtained 20 course points. So far, she has one paper published and two submitted. She attended 2 national conferences, one at Hanoi (Feb 2004) and the other at Hue (Apr 2004).

She will defend her dissertation in 2005.
Period 2004-2007:

Nguyen Anh Tuan:

Epidemiology and care of epilepsy in Vietnam.

He attended 1 course at KI and obtained 5 course points.

Ha Tran Hung
Acute poisoning in northern Vietnam

He attended 4 courses and obtained 14 course points.

Nguyen Thi Viet Ha
Diagnosis and treatment of Helicobacter Pylori infection in Vietnamese children.

She attended 5 courses and obtained 10 points.

Hoang Thi Lam
Health and gut microbiota in infants of Bavi District, Ha Tay, Vietnam

She attended 1 course and obtained 5 course points. 
Do Duy Cuong
T cell damage and immune reconstitution during HIV infection and HAART treatment monitored through markers of immune activation and spectrum of opportunistic herpes virus infections.

He attended 2 courses and obtained 6 course points.

Vuong Tuyet Mai
Clinical and laboratorial findings of IgA- nephropathy, determinants of progression and measures to prevent renal failure.

She prepared her study plan with her supervisors and has set up some diagnostic techniques in Hanoi

Nguyen Thi Thanh Huong
Osteoporosis-a major health problem among postmenopausal women; effect of intervention by soymilk in community

She attended one course at KI and has in total 6 course points
All sub projects of the period 2004-2007 were approved by Ethical HMU committee at HMU in December 2004.

All students are initiating their research and report their progress.

Period 2005-2007:

Nguyen Van Tuan

Intervention study by counselling and follow-up interview as well as treatment of mental disorders for suicide prevention among secondary school students in Hanoi

Nguyen Thi Thanh Huyen

The safety and hypoglycaemic effect of phanoside, a novel insulin releasing extracted from Gynostemma Pentaphyllum in type 2 diabetic patients – clinical trials 

Vu Hong Thang

Investigation of Epstein-Barr virus specific host immune-responses in NPC patients

These students have been selected by the HMU committee in December 2004.
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Helicobacter pylori infection in children in Vietnam.

Osteoporosis-a major health problem in Vietnamese postmenopausal woman; effect of intervention by soymilk in community)

Clinical and laboratorial of IgA-nephropathy, determinants of progression and measures to prevent renal failures).

Continuation projects

	Other training

(non-academic training. E.g. training of lab technicians)

1.

2.

3.

4.

5.

6.

7.


	
	
	
	
	

	Publications planned:

Papers/books/reports in manuscript form:

Papers that are published are not listed.

Bold and underlined: Ph.D. student; Underlined: The Ph.D. student’s supervisor(s) in Vietnam; Bold: The Ph.D. student’s supervisor(s) in Sweden

1. Hu LF, Do NV, Zhang X, Good L, Ernberg I. Inhibition of cell proliferation and tumor growth of nasopharyngeal carcinoma by EBV EBNA1 and LPM1 antisense ologonucleotides. Manuscript.
2. Bertolote J, Fleschman A, De Leo D, Wasserman D, Bolhari J, Botega N, De Silva D, Huong TTT, Philips M, Schlebusch L, Varnik A, Vijayakumar L. Suicide attempts, plans, and ideation in culturally diverse sites: the WHO SUPRE-MISS community survey. Submitted.
3. Ngoc DTD, Catrina A, Lundberg K, Nguyen TH, Phan TA, Erlandsson-Harris H, Larsson P. Artocapus tonkinensis inhibits the development of rat collagen-induced arthritis through effects on apoptosis and TNFα production. Submitted
4. Hoang TTH, Phung DC, Sörberg M, Nyrén O, Granström M. Seroepidemilogy of Helicobacter pylori infection in urban and rural Vietnam. Submitted. 
5. Nguyen Vu T, Weintraub A, Le HC, Le VP. Etiology, epidemiological factors of diarrhea in children under 5 years of age in Hanoi, Vietnam. Submitted. 

6. T. T. H. Hoang, A-S. Rhenberg, C. Bengtsson, T-U Wheeldon, D. C. Phung, M. Sörberg, M. Granström. Performance of commercial serological kits for Helicobacter pylori infection in Western and Asian populations. (Ongoing study)
7. Do NV, Ernberg I,  Phan TPP, Almqvist J, Tran Thi C, Zeng  YX, Hu LF. A major EBNA1 variant in Asian EBV isolates shows enhanced transcriptional activity compared to prototype B95.8. In manuscript.
8. Lebedeva T, Shao J-Y, Do NV, Zou J, Hardarson S, Zabarovsky E, Ingvarsson S, Ernberg I, Hu LF. Expression of potential tumor suppressor genes of chromosome 3p14.2-21.3 region in nasopharyngeal carcinoma. In manuscript.
9. Huong TTT, Wasserman D, Minh DPT. Suicidal process in people who attempted suicide in rural community in Vietnam: An interview study of all consecutive suicide attempters in epidemiological rural catchment area. In manuscript.
10. Huong TTT, Jiang GX, Nguyen VT, Pham TMD, Rosling H, Wasserman D. Effects of counselling and follow-up of suicide attempters in an epidemiological urban catchment area in Vietnam. Manuscript in preparation.
11. Ngoc DTD, Catrina A, Nguyen TH, Phan TA, Erlandsson-Harris H, Lafolie P, Larsson P. In vitro effects of flavonoids purified from leaves from Artocarpus tonkinensis. Manuscript in preparation.
12. Larsson P, Ngoc DTD, Lafolie P, Klareskog L, Rosling H, Tran NA. May the traditional medicine extracted from leaves of Artocarpus tonkinensis be used in the treatment of arthritis? Description of the planning of a clinical trial in rheumatoid arthritis patients in Vietnam. Manuscript in preparation.
13. Di S, Do NV, Zhang X, Ernberg I, Hu LF. Epigenetic changes of NPC and its diagnostic use in the clinic. Manuscript in preparation.
14. Do NV, Phan TPP, Ernberg I, Hu LF. Variation pattern of nasopharyngeal carcinoma related EBV genes and function in nasopharyngeal carcinoma development. Manuscript in preparation.
15. Huong Tran Thi Thanh, Guo-Xin Jiang, Tuong Nguyen Van, Duc Pham Thi Minh, Hans Rosling, Danuta Wasserman: Attempted suicide in Hanoi, Vietnam. Social Psychiatry and Psychiatric Epidemiology. In press 2004
16. Huong Tran Thi Thanh, Guo-Xin Jiang, Tuong Nguyen Van, Hans Rosling, Danuta Wasserman: Suicidal behavior in urban community in Hanoi, Vietnam. Submitted. 

17. Huong Tran Thi Thanh, Danuta Wasserman, Duc Pham Thi Minh: Suicidal process in people who attemped suicide in rural community in Vietnam: An interview study of all consecutive suicide attempters in epidemiological rural catchment’s area. Manuscript in progress.

18. Huong Tran Thi Thanh , Tuan Nguyen Van, Danuta Wasserman: Suicidal behavior in a rural community in Hanoi, Vietnam. Collection of material

19. Bertolote J., Fleischman A., De Leo D., Wasserman D., Jafar Bolhari, Neury Botega, Damani De Silva, Huong Tran Thi Thanh, Michael Philips, Lourens Schlebusch, Airi Varnik, Lakshmi Vijayakumar: Suicide attempts, plans, and ideation in culturally diverse sites: the WHO SUPRE-MISS community survey. Submitted.
Abstracts for National and International Conferences

1. Tran Thi Thanh Huong: Pesticide, pesticide intoxication and attempted suicide in Vietnam. La Medicina del Lavoro.Volume 95,n.5. Abstract: International Conference on Occupational Health. Barcelona, September 2002

2. Nguyen Van Tuong, Tran Thi Thanh Huong: Preliminary results of study on suicidal behavior (SUPRE-MISS) in Vietnam. Abstract: International Conference on Suicide Prevention. Stockholm, September,2003.

3. Danuta Wasserman, Tran Thi Thanh Huong: Mental health promotion and suicide prevention. Swedish and Vietnamese Health Symposium, Hanoi, February 2004

4. Danuta Wasserman, Tran Thi Thanh Huong: Swedish National programme for suicide prevention for youth. National  conference on “ Mental ill health care and suicide prevention”, Hue, April, 2004


	


	Participation in national and international conferences and seminars:
(Theme of the conference or seminar, names of the participants from the project. Mode of participation i.e. oral presentation, poster, chairperson, onlooker/observer)

1. Dr. Hoa attended International diabetes conference in France and had poster presentation at the EASD 2004 in Munich, Germany (5-10/2004).
2. Dr. Tran Thi Thanh Huong attended 2 national conferences, one at Hanoi (Feb 2004) and the other at Hue (Apr 2004).

3. Dr. Do attended two conferences with poster, one in Stockholm (Sept 2004) and the other in Regensburg, Germany (Sept 2004)



	Courses, conferences and seminars arranged within the project:
(Summary, duration, no. of participants)

1. National workshop on Mental Health Care and Suicide Prevention, 8-10 April, 2004 in Hue, Vietnam

2. End year report seminar (from 28-29 Jan 2005) together with Health System Project.

3. Course of Qualitative Evaluation at HMU together with Health System Project. 



	Strengthening of research infrastructure:
(Brief description, equipment acquired during the report year)

Equipment (>50,000 SEK):

EEG-equipment for epilepsy project

ELISA Anthos 2020 for Dr. Dung’s project

Minor equipment (<50,000 SEK)): 

- Portable computer: 04 for Dr. Nguyen Thi Thanh Huong, Do Duy Cuong, Ha Tran Hung and Nguyen Thi Viet Ha.

- Printer 02 (laser and colour one) for Do Duy Cuong and Ha Tran Hung 

- Scanner for Nguyen Thi Thanh Huong

- Digital camera 02 for Ha Tran Hung and Nguyen Thi Thanh Huong  



	Other activities and results:

(e.g. visits, human resource development)

- Vietnamese supervisors and Management Board from HMU visited KI to discuss with their counter parts about collaboration projects and research directions. 
- Swedish supervisor of allergy project came to supervise and visit research fieldwork

- Swedish supervisor of epilepsy project came to visit and supervise

- Swedish supervisor of IgA-nephropathy project came to plan the study

- Coordinator of Karolinska came to visit and work with the director, coordinator and supervisors in Vietnam on November 2004.



	Comments:


	FINANCIAL REPORT
An audited financial report should be attached to the progress report. (Any variance in the approved budget should be justified)


	For Hanoi Medical University

Place and date: 


	For Karolinska Institutet

Place and date:


SWEDISH INTERNATIONAL DEVELOPMENT COOPERATION AGENCY

Address: S-105 25 Stockholm, Sweden. Office: Sveavägen 20, Stockholm

Telephone: + 46 (0)8-698 50 00. Telefax: + 46 (0)8-20 88 64.

Telegram: sida stockholm.  Postal giro: 1 56 34-9.  VAT. No. SE 202100-478901

Sida’s Homepage: http://www.sida.se
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