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BackgroundAims: 
Reaserchers consider variety of methods of complementary medicine such as homeopathy in addition to classical treatment of depression to improve response of the patients.  This trial designed to evaluate the efficacy of homeopathy for 6 months in the treatment of depression in war survivor diagnosed with PTSD warfare patients. 
Methods: A randomized double blind clinical trial enrolled patients with depression conform with Natrium muriaticum dynamism in Shahid rajai Hospital of Isfahan. They randomly allocated to two groups of intervention (homeopathy drugs) and control(placebo). The severity of depression and Quality of life were evaluated based on the Beck Depression Scale and WHO Quality of life Scale pre- and post-treatment respectively. Data were analysed by mann-whitney and Covariance in the Spss20 software.
Results: 
65 subjects completed 6 months treatment with homeopathy or placebo. The average age was 48.6±6.9 and the average years Of their depression was 20±10.2 years. Two groups were similar in beginning of the study. By co score of quality of life and depression severity between groups (P>0.05). Total score of quality of life after intervention with controlling  score of quality of life and depression severity between groups wasn’t significant but the Physical and psychological domains were statistically significant (P<0.05). 
Conclusion
Six month of homoepathic treatment did not have a significant effect on the severity of depression  in war veterans diagnosed with chronic depression. However, some mind-body aspects of quality of life were improved. According to characteristic of this group of patients especially long duration of depression and limitation in the intervention (time of co operation and dose of remedy prescription) we can suggest that this change is a Noticeable finding in the treatment of depressive patient by homeopathy but   future trials are needed.
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Introduction:
Depression is a condition characterized by signs and symptoms such as feeling of sadness, loss of interest and pleasure in normal activities such as eating, sleeping and sex, lack of energy, feeling of worthlessness and hoplessness and sometimes thoughts of death, suicidal attempts and serious dysfunction in personal performance (1).
According to a 30 year study conducted by the World Health Organization (W.H.O), it is estimated that untill 2012 depression will become the second leading cause of work incapacity worldwide. Nowadays, depression is the second major cause of  job disability among women in the United States (3). Studies show that depression rates are higher in women than in men (4). The probability during one’s life time of developing depression is 20-26% for women and 8-12% for men (5). This seems to be worldwide and independent of any special culture (1).
In studies regarding etiology of depression, a complex interaction of social, psychological and biological factors has been introduced as contributing and precipitating factors; However, in an overall view, it could be stated that  the inability in managing and handling stressful situations is the main contributing and precipitating factor, causing depression (1). In a group of patients who undergo medication therapy or receive no treatment, depression is exacerbated or becomes chronic; therefore a comprehensive approach is necessary for its definite treatment. By evaluating clinical studies and meta-analyses,Van der lem showed medication therapy for depression to be 20-47% effective (6). Complemenary and alternative medicine such as homeopathy could be effective in increasing efficiency of medication therapy and improving the response in individuals resistant to treatment. However, efficiency of its different methods should be thoroughly evaluated. Many individuals with other psychiatric disorders shuch as anxiety disorder also experience depression to some extent throughout the course of their disorder. Those diagnosed with PTSD ( posttraumatic stress disorder) are highly susceptible for depression (7).
War veterans experience depression for a variaty of reasons. One of the major complications among iranian solders during war was the blast-effects. A major group of veterans affected by the explosive blasts were diagnosed with PTSD and chronic depression. Waves from nearby explosive blasts by causing serious damage to nerves result in change in behavior, severe pain and muscle tension. This trauma also causes damage to pituitary-adrenal axis (8). Treatment of  those diagnosed with chronic depression is considered  a serious challenge in psychiatry, specially when the patient has other mental health problems such as PTSD at the same time. Therefore, there has been an increased tendency towards use of complementary and alternative medicine as an adjunct to conventional medicine, in treatment of  depression (9). Homeopathic treatment for depression is great form of alternative medicine and its also a natural therapy (10).   
Homeopathic medications are manufactured by repeatedly diluting and succussing (shaking) a preparation of the original substance, mainly  essence of plants, minerals and animal tissues, in water and alcohol. each prescription is individualised according to patient’s history. The drug initiates a primary reaction in the body and according to the principle that “ two similar diseases cannot coexist in an individual” balance is returned to the body & symptoms are relieved.
Signs and symptoms resulted by homeopathic drugs are not long-lasting, they resolve spontaneously  after a while. Although the biological mechanism of homeopathy has not been recognised clearly, based on recent studies, increase in mitochondrial activity and reduction in cellular oxidation stress could be the mode of action.
Nowadays, there is a widespread use of homeopathy throughout europe. It is considered  as a common form of  complementary medicine in the treatment of emotional disorders such as depression. In Norway 4.3% of  the population undergo Homeopathic treatment each year. This number is 0.5 in Tehran. There have been several studies, evaluating the effectiveness of homeopathic medicine for the treatment of depression. In a study by  Adler in Brazil, comparing 8 weeks of homeopathic treatment  and conventional treatment using fluoxetine for treating patients with moderate to severe depression, indicated the non-inferiority of individualized homeopathic medicine (19). Navabifar compared homeopathy method with group cognitive therapy and reported similar results (20).
???In the past, remedies were improperly prescribed. Despite homeopaths’ effort to return the body balance by relieving the signs and symptoms, the underlying disorder  still remained.???	Comment by Mahsa: In the past, patients were improperly treated due to incorrect diagnosis.
Nowadays a combination of homeopathy and conventional medicine is considered as the newest and most appropriate approach in health systems. Worlds’ health organization is working on programs aimed at integrating homeopathy into the national health systmes(21).
Regarding the mechanism and fundementals of homeopathy, modern drugs which are prescribed based on the pathophysiology are not only against homeopathy but they also increase the efficacy of this method. In a study conducted by Makich, working on patients diagnosed with depression in Australia, 84% of the patients undergoing homeopathic treatment also used antidepressant drugs at the same time (22). This finding indicates that there has been a decline in the belief of refusing conventional treatment while undergoing homeopathy. Chronic depression is a condition with serious challenging treatment response to conventional medicine (23).
 The aim of this study is to evaluate the efficacy of adding homeopathic therapy to conventional treatments for depression and its effect on quality of life among war veterans diagnosed with depression.

Methods: 
This study was designed as a double-blind randomized clinical trial. Study population comprised of the veterans diagnosed with depression who refered to Shahid Rajaei health center at Isfahan. Subjects eligible for study inclusion were 18-65 years old, veterans (either from the 8 year war with Iraq  or ??other wars??), with symptoms of chronic depression similar to Natrium Muriaticum 30C homeopathic dynamism. Subjects with history of severe drug  hypersensitivity, neurologic and rheumatoid disorders such as CVA, SLE, vasculitis, MS and patients who were receiving cytotoxic drugs, had cancer, drug abuse or had undergone alternative treatments such as herbal medicine or acupuncture in the previous month were excluded from our study. Patients who did not approve to be part of the study or those with severe hypersensitivity reactions to homeopathic drugs were also ruled out.	Comment by Mahsa: Other civil wars
After necessary arrangments were made with the principal and medical staff of psychiatric department at Shahid Rajayei hospital, eligible patients who refered to the hospital were selected as possible subjects and were reviewed by a homeopath practitioner. Patients were given information, in either groups or individuals, regarding the objectives and precise method of the study and also the nature of homeopathic treatment. Patients signed the informed consent if they agreed to participate as a subject in the study and wanted to receive homeopathic medication.
The practitioner took each patients’ history and the patient was entered in the study if signs and symptoms similar to dynamism of  Natrium Muriaticum 30C were present. Major signs of this dynamism include: empathy, previous thoughts and memories of lost loved ones, Markedly diminished interest  for participating in group activities. Natrium Muriaticum depression is usually accompanied with irritability and anger. However, patients can be ignorant of their surrounding and go deep in their thoughts and past memories. They usually feel sad and tearful with low mood most of the times. Their empathy is accompanied with the erge to help others and blaim themselves. They may still remain in the grief phase because of losing a loved one. They often have a feeling of loneliness. Among the physical symptoms dermal sensitivity, constipation and headaches are common. Headaches are triggered by stress, thoughts or even without any defined reason. The pain could be tension type, pulsating or throbbing in nature.
The sample was randomly divided in two groups (study and control), by the person responsible for drug prescription. None of the subjects nore the homeopath practitioners were aware of this allocation. The study group was prescribed with the homeopathic drug named Natrium Muriaticum 30C, and the control group was given normal water as placebo. As mentioned, the homeopath practitioner, subjects and the previous psychiatrist were not aware of the drug prescribed for each group.
Both groups were monitored by their previous psychiatrist on a regular basis, with 2-4 weeks interval and for the overall period of six months, and they also were visited by their previous psychiatrist, continingued their usual antidepressant drugs and other necessary treatments.	Comment by Mahsa: 
Overally all subjects received at least four months and a maximum of seven months of treatment (approximately four sessions of interview and treatment). Patients data was evaluated and analyzed, either on phone or on patients presence, and they received proper drug regimen. Otherwise they were excluded from the study. 
Approximately 20 subjects in the study group and 51 in the control group did not finish the study and quited in the course of the project. Some of them did not notice any significant improvement, some other subjects became concerned with the scientific validity of this new method, there were others who had problem for regular attendance at followup sessions because of their long distance.
All the subjects, participating in the study filled out two questionnaires twice, before and after the study (6 months later). The first questionnaire evaluated depression, named Beck (BDI-II) and the second one, designed by World Health Organization (W.H.O) assessed quality of life (WHOQOL-BREEF).


Beck depression scale which is something between a self-assessment and a observer-rating scale has been used as an interview scale for the first time in this study. The interviewer reads each question and the multiple choices for the subject and the subject chooses the item which best matches his/ her condition. Nowadays this scale is used as a self-assessment scale. In the self-assessment form the subject reads each question and its multiple choices carefully and circles the item which best matches his/ her condition.	Comment by Mahsa: index
When the test is scored, a value of 0 to 3 (0= lack of any sign of depression, 3= severe manifestation of depression) is assigned for each answer and then the total score is compared to a key to determine the depression's severity. The total score could be in a range of 0-63
The standard cut-offs are as follows:[7]
· 0–9: indicates minimal depression
· 10–16: indicates mild depression
· 17–29: indicates moderate depression
· 30–63: indicates severe depression.
Higher total scores indicate more severe depressive symptoms. The cut-off point for diagnosing depression in screening studies is a score of 21.
In Beck depression inventory, 2 items were related to emotions, 11 items were related to cognitive issues, 2 items were related to obvious behaviors, 5 items were related to physical signs and 1 item was related to internal symptoms.

There have been several studies conducted using this questionnaire. Validity and reliability was evaluated and confirmed. This questionnaire has been frequently used as an assessment tool in different studies in Iran. The content of the version of questionnaire present at the Behavioral research center was checked and adapted with the original version, before being used as an assessment tool in this survey. 
The  WHOQOL-BREEF questionnaire assessing quality of life was designed by W.H.O in 1996. It covers four domains for evaluation: physical health, psychological status, social condition and living environment. It also comprises of two general questions regarding overall satisfaction from life. There are 26 questions in this questionnaire regarding biologic fields such as sleeping, energy, psychological domains such as mood, concentration and pleasure and social fields such as satisfaction from occupation and personal relationship with others. Each question was scored 1-5. Validity was between 83 and 95. There were 3 negative questions which had reversed α-chronbach. Scores were added up and calculated out of 100. This questionnaire was translated to Persian. Its validity was evaluated and α-chronbach was 0.7 (26).
Collected data was entered in SPSS-20 software and analyzed using Mann-whitney and co-variance tests. 
	
Discussion:
In both the control and study groups, severity of depression had declined and quality of life was improved subsequently. However, there was not any significant statistical difference between the two groups.
The increase in quality of life after intervention was higher in the study group (receiving homeopathic medication), as compared with the control group. The difference in increase has been significant in mental and physical fields. However, this increase in quality of life has not been considered clinically significant.
Regarding the fact that individual and social conditions resulted by long periods of depression such as unemployment and family stresses were not changed during the intervention , it could be concluded that the effect of homeopathy in some variables has clinical validity. It could be said that treatment response (physical and mood changes) was observed in the study group durig the early phases of homeopathic intervention.
According to the homeopathic treatment protocol, mental and behavioral history is obtained even for treating physical illnesses, and drugs are prescribed with regard to this history. Therefore, physical and mental improvement will occur simultaneously.
According to our findings,6 months adding of homeopathic remedies to the treatment of war veterans diagnosed with chronic depression, did not have significant effect compared with the control group (placebo). 
Quality of life is impaired by long periods of the illness and financial issues; however, its not necessarily consistent with severity of depression. The fact that two groups were matched in terms of severity of depression is indicative of the randomized nature of this study. 
There were other studies about homeopathy and depression showing different results.
Some studies have reported positive outcomes for homeopathy in the treatment of depression. A number of surveys have reported overall success for homeopathy based on patients’ satisfaction.  Success in the treatment of depression by means of homeophathy was 81% in a followup study of 455 subjects in England (27). In a study conducted by Adler in Brazil, homeopathic remedies were as effective as fluoxetine in the treatment of depression (19). In a survey conducted by Mathie et al. assessing the collected questionnaires from 1700 subjects, findings revealed that highest homeopathic treatment responses were reported in depression, anxiety disorder and irritable bowel syndrome (IBS) (28). Navabifar et al. showed that homeopathy is as effective as cognitive therapy in reducing the severity of depression (20).
Negative results of the efficacy of homeopathic remedies in the treatment of depression could be attributed to several factors including:
1- Regarding the long period of depression ( average of 20 years) and short duration of homeopathic treatment (6 months), it seems that a longer period of intervention is required in order to notice any possbile effects. On the other hand, there were limitations in encouraging the subjects to participate in the project, both at the beginning and followup phase. In a study on patients with chronic allergies , long-term effects of homeopathy were evaluated compared with a control group receiving placebo.despite the same treatment responses in the two groups after 6 months, results changed in favor of homeopathic treatment, after 1-2 years of intervention (29). In an 8 year followup of ptients undergoing homeopathic treatment ( mainly for headache and allergy), although only one third of the subjects were still continuing homeopathic treatment, satisfaction from the treatment was high and the severity of illness was declined (30).
2-  Nat. M might not have been the best drug of choice for this study (prolonged duration of the illness creates dynamisms which in turn reduce the vital forces, in this condition, regardless of the patients’ signs and symptoms, drugs are prescribed which enhance and potentiate the vital forces and increase patient response to the treatment).
3- It is probable that the drug’s dosage and potency were not sufficient because of some limitations such as appereance of signs of chronic and recurrent headaches and  worsening of symptoms in patient with history of shortness of breath in case of prescribing high doses of the drug.

Improvement of deperssion in the control group (receiving placebo) could be attributed to the fact that by entering this study subjects, were encouraged to cooperate and as a result, showed more compliance in using the prescribed antidepressant medication. Furthermore physicians who were aware of the study design were further motivated to modify the antidepressant drug regimen in unresponsive patients. Prolonged duration of depression causes frustration. Those patients who are hospitalized because of depression, especially those under support of governmental organizations do not usually have a high socio-economic status. Therefore any new attention could act as a motivating factor for them. In this context the relative role of cognitive therapy in the treatment of depression should be further addressed. Attention and hope is one of the important mechanisms of placebo (30). In some studies the efficacy of placebo in the treatment of depression has been 67% (31). According to some studies and meta-analyses, the effect of homeopathy on depression is not significant and sufficient. Ubiratan believes that because of the individualization of drug prescriprtion (differential therapeutics), studies in the field of depression are flawed with methodological problems (32).
Katz and Davidson have conducted a meta-analysis in the field of the effect of homeopathy on psychiatric disorders and reported the effect to be nonconclusive (33,34).
Despite the scientists viewpoint regarding lack of sufficient data over the subject of homeopathy, it is becoming a widely accepted form of medicine in Europe and this reputation does not seem to be solely because of placebo effects.
There are still major unresolved issues regarding homeopathic medicine and there are insufficient quality published research studies on the efficacy of homeopathy in the treatment of depression, therefore further research is required to show the possible superiority of this method or the benefits of integrating it into the mainstream medical practice.
Regarding the homeopathic mechanism of action which provokes defense and self-regulatory responses, by activation of the vital forces existing in the body it is recommended that the patient undergo treatment in the early phases of the illness. The target group in this study were patients with a chronic illness. Another method for increasing the efficacy of homeopathic medicine is prolonging the duration of treatment. The question still remains that whether 2 years of homeopathic medicine could bring about better results or not?
The effect of employing other forms of complementary medicine as an adjunct to homeopathy and conventional medicine, could also be studied. In a study conducted by Manber acupuncture has shown to be an effective form of treatment in pregnant patients diagnosed with depression (35). Whiting also reported the efficacy of acupuncture in the treatment of depression (36). In a meta-analysis conducted by Silva, efficacy of yoga in the treatment of depression was reported (37). Patricia showed positive results in evaluating the effect of yoga on depressed patients with irritability in personal relationships and negative thoughts (38). Although studies indicate that complementary medicine could be helpful as an adjunct to conventional medical practice in the treatment of depression, it should be taken into account that for treating depression a comprehensive and multi-dimensional approach is required. Therefore, further studies are suggested on such patients with chronic depression, employing a comprehensive approach, using a combinant form of medicine (a combination of homeopathy and other forms of complementary medicine).
Conclusion:
Six month of homoepathic treatment did not have a significant effect on the severity of depression  in war veterans diagnosed with chronic depression. However, some mind-body aspects of quality of life were improved. Regarding  the subjects’ personal characteristics such as experiencing long duration of depression and limitations such as duration of  subject cooperation and drug dosage and regimen, further studies are recommended with larger sample sizes, longer duration, new combination of homeopathic drugs and using other forms of antidepressant treatments at the same time to further investigate the effectiveness of homeopathy on the treatment of depression.
Lack of awareness with this relatively new method caused some difficulty in patient acceptance for participating in the project, increased the number of subjects who quited the study and increased the duration of sample collecting phase. Prolonged duration of the depression and the suffering, financial and familial issues caused by it, reduces patients compliance and motivation for undergoing  this new method. PTSD and masking of the signs caused by other dynamisms further increased the associated problems and in turn made it difficult to prescribe an appropriate type and dosage of homeopathic drug ( considering the fact that only one homeopathic drug could be prescribed at a time).
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