Effectiveness of Thuja Occidentalis and Urtica Urens in Pseudopregnant Bitches
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SUMMARY

The aim of this study was to investigate the effectiveness of Thuja occidentalis and Urtica urens in pseudopregnant bitches. Clinically pseudopregnant bitches (n=38) were assigned per random to groups as follows: Group I: Thuja occidentalis D30 (8 globules, 3 times a day, per os, n=15); Group II: Urtica urens D6 (8 globules, 3 times a day, per os, n=15); Group III: Naloxone (Control group, 0.01 mg/kg, twice daily, s.c., n=8). Animals were classified as no, mild, moderate, and severe (score–, +, ++, and +++) according to the clinical signs of mammary glands and behavioural signs during the study. Bitches were examined at 3-5 days intervals by means of inspection and palpation until clinical signs resolved.

Successful recovery rates (100%) were found in Group I and II. Application of naloxone was found to be successful in only 3 of 8 bitches (37.5%). Mean duration of treatments in Group I, II and III was 11.6±4.6 (min-max: 3-18) days, 13.5±3.7 (min-max: 6-19) days and 14.33±5.85 (min-max: 10-21) days, respectively. During treatments with Thuja occidentalis D30 and Urtica urens D6, the percentages of bitches with behavioural problems significantly decreased within 3-5 days from 33.3% to 6.7% and from 66.7% to 33.3% (p<0.05), respectively. All bitches treated with Thuja occidentalis D30 or Urtica urens D6 showed normal behaviours within 10 days after onset of treatments but two bitches in naloxone group kept showing behavioural signs until Days 15-20 of treatment. Concerning mammary gland scores, treatments yielded significantly higher success rates in Group I and Group II (100 % in both groups) compared to the success rate observed in Group III (37.5%; p<0.01). No side effects were observed during the study. In conclusion, homeopathic agents Thuja occidentalis D30 and Urtica urens D6 proved to be effective and safe in pseudopregnant bitches.
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ZUSAMMENFASSUNG

Wirksamkeit von Thuja Occidentalis und Urtica Urens bei der Scheinträchtigkeit der Hündin  

Das Ziel der vorliegenden Studie war es, die Effektivität von Thuja occidentalis und Urtica urens bei pseudograviden Hündinnen zu untersuchen. Insgesamt 38 Hündinnen wurden nach dem Zufallsprinzip einer der drei Behandlungsgruppen zugeteilt: Gruppe I – Thuja occidentalis D30 (8 Globuli 3 mal täglich; n=15); Gruppe II – Urtica urens D6 (8 Globuli 3 mal täglich; n=15) und Gruppe III (Kontrolle) – Naloxon (0,01 mg/kg zweimal täglich subkutan; n=8). Je nach Ausprägung der Veränderungen am Gesäuge und des Verhaltens wurden die Tiere den Scores –, +, ++ und +++ zugeordnet. Die Hündinnen wurden alle 3-5 Tage untersucht bis die klinischen Symptome vollständig zurückgegangen waren. Der Therapieerfolg in den Gruppen I und II lag bei 100%, während die Applikation von Naloxon (Gruppe III) nur in 3 von 8 Fällen (37,5%) erfolgreich war. Die mittlere Behandlungsdauer in den Gruppen I, II und III lag bei 11,6±4,6 (min-max: 3-18) Tage, 13,5±3,7 (min-max: 6-19) bzw. 14,3±5,9 (min-max: 10-21) Tage. Durch die Behandlung mit Thuja occidentalis und Urica urens sank der Anteil an Hündinnen mit Verhaltensänderungen innerhalb von 3-5 Tagen signifikant von 33,3 auf 6,7% bzw. 66,7 auf 33,3% (P<0,05) und alle Tiere zeigten in beiden Gruppen normales Verhalten innerhalb von 10 Tagen, während zwei Hündinnen der Gruppe III nach 15 bis 20 Tagen Behandlung immer noch Verhaltensänderungen aufwiesen. Auch die Anbildung der Milchdrüsen sprach signifikant besser auf die Medikationen in den Gruppen I und II (Erfolgsrate jeweils 100%) im Vergleich mit Gruppe III (37,5%; P<0,01) an. Es wurden auch keine Nebenwirkungen der Behandlungen beobachtet. Zusammenfassend kann festgestellt werden, dass die Homöopathika Thuja occidentalis D30 und Urtica urens D6 sich im Einsatz bei pseudograviden Hündinnen als sicher und effektiv erwiesen haben.

INTRODUCTION

Pseudopregnancy is a physiological, atavistic syndrome that appears 6-12 weeks after oestrus in non-pregnant bitches (Allen, 1986). It is a frequent finding in domestic dogs and although its exact prevalence is not exactly known, it is estimated as high as 50-70 % (Johnston, 1980). 

Pseudopregnancy is characterized by signs such as nesting, weight gain, mammary gland enlargement and lactation. The intensity of these signs varies extremely among individual bitches (Arbeiter et al., 1988; Gobello et al., 2001a). Pseudopregnancy usually begins with behavioural signs such as restlessness or decreased activity, anorexia, aggression, licking of the abdomen and maternal behaviours (nesting, mothering inanimate objects, adopting other bitches’ puppies). Later on, bitches show physical signs such as weight gain, mammary gland enlargement and milk secretion (Allen, 1986; Bastan et al., 1998; Gobello et al., 2001a). However, some bitches do not show any signs (covert pseudopregnancy), whereas others exhibit conspicuous signs (overt pseudopregnancy) (Johnston et al., 1980; Feldman and Nelson, 1996).

Precise aetiology of pseudopregnancy still remains to be clarified (Gobello et al., 2001b). Initially, Marshal and Halnan (1917) postulated that pseudopregnancy is caused either by an overproduction of progesterone or an abnormal persistence of the corpus luteum. Some decades later, increased prolactin concentrations, induced by an abrupt decline of progesterone concentrations in the late luteal phase, were suggested to be responsible for development of pseudopregnancy (Smith and McDonald, 1974; Gerres et al., 1988; Concannon and Lein, 1989). However, hormonal changes are similar in pregnant and non-pregnant bitches. This fact makes it difficult to explain why pseudopregnancy does not occur in all unmated animals (Gobello et al., 2001b).

Physical as well as behavioural changes can become extensive and, therefore, not tolerable for dog owners. The reported relationship between the history of pseudopregnancy and subsequent development of mammary gland tumours suggests that treatment may be much more important than previously assumed (Gobello et al. 2001c). Various drugs such as diuretics, sedatives, reproductive steroids and prolactin antagonists have been used for the treatment of canine pseudopregnancy (Allen, 1986; Arbeiter et al., 1988). Prolactin antagonists have become treatment of choice. Ergot alkaloids and their derivates (bromocryptine, lergotrile, lisuride and cabergoline) have been established as prolactin inhibitors, which directly stimulate dopamine receptors. These receptors are located in luteotrophic cells in the anterior pituitary gland in humans and animals (Arbeiter et al., 1988). Metergoline, a serotonin antagonist, also acts as prolactin inhibitor (Dumon et al., 1993).

The increasing and effective use of homeopathy in veterinary medicine without side-effects demonstrates that many physicians apply this treatment as a natural, stimulator of self healing mechanisms in animals (Baur, 1989; Becvar, 2003). The treatment of pseudopregnancy with antiprolactins, as well the use of ignatia, pulsatilla, apis, cyclamen, sepia and urtica especially in the case of excessive secretion of milk have been reported (Pöhler, 1989; Pfeiffer, 1999). Homeopathic drugs have also been used in pseudopregnant bitches (Provet, 2003; Aslan et al., 2004). Thuja occidentalis D30 and Urtica urens D6 have been reported to inhibit mammary gland secretion in pseudopregnant bitches effectively (King, 1992). Thuja occidentalis has great affinity to malfunction and hyperplasia of tissues and organs. It supports the absorption of abdominal and mammary oedema by affecting renal function. Thuja occidentalis also acts in pseudopregnant bitches due to its effects on the central nervous system, mammary glands and hormonal balance (MacLeod, 1990; King, 1992; Aslan et al., 2004). Urtica urens has also been used for the treatment of mammary gland enlargement and oedema. Urtica urens D6 reduces galactopoiesis and lactation (Wolter, 1981; King, 1992).

The aim of the present study was to investigate the efficacy of the homeopathic drugs Thuja occidentalis D30 and Urtica urens D6 for the treatment of pseudopregnancy in bitches. 

MATERIAL AND METHODS

The study included thirty-eight clinically pseudopregnant bitches presented to the Small Animal Clinic of the Department for Obstetrics and Gynaecology, Faculty of Veterinary Medicine, University of Ankara. The animals were between 1-13 (6.8±3.2) years of age. Following general examination, behavioural signs and physical changes of mammary glands of the bitches were evaluated. 

Animals were classified as no, mild, moderate, and severe (–, +, ++, and +++) according to the clinical signs of mammary glands (score–: no physical changes, no secretion; score +: serous or milky secretion, low mammary enlargement; score ++: milk secretion, mammary enlargement and oedema; score +++: excessive milk secretion, mammary enlargement and oedema), analogous to the scoring method reported by Jöchle et al. (1987). Behavioural changes of bitches were assigned similarly to mammary glands scores (–, +, ++, and +++). Score– is no sign; score + is mild; score ++ is moderate and detectable; score +++ is severe and apparent.

Animals were randomly assigned to three treatments: Group I – Thuja occidentalis D30 globules, 8g, (Lisans, DHU, Karlsruhe, Germany) (n=15); Group II – Urtica urens D6 globules, 8g, (Lisans, DHU, Karlsruhe, Germany) (n=15) and Group III – Naloxone hydrochloride (Narcanti®, Du Pout Pharmaceuticals, Maneti) (n=8). Naloxone hydrochloride was used as placebo due to its minimal efficacy on pseudopregnancy in bitches (Gümbel-Ammelounx and Rüsse, 1984). 

Bitches were examined at 3-5 days intervals, until clinical signs resolved. Homeopathic drugs were administered per os to each animal at a dose of eight globules three times daily (King 1992). Animals of the control group were treated with naloxone hydrochloride (subcutaneously 0.01 mg/kg, twice daily). Bitches, which did not respond to naloxone by day 15 were estimated as non-responsive and treated with Thuja occidentalis D30 or Urtica urens D6. However, results of subsequent treatments were not included in the study.

Mean values and standard deviations (X ± SD) were calculated by use of a descriptive statistics programme. Differences between percentage values were evaluated by Chi-Square test and statistical comparison between groups was performed by the Kruskal-Wallis and Mann-Whitney-U tests. The level of significance was p<0.05.

RESULTS

Successful recovery rates (100%) were obtained after administration of Thuja occidentalis D30 and Urtica urens D6 in all animals. Naloxone was successful in only 3 of 8 bitches (37.5%) and this success rate was significantly lower compared to Group I and II (p<0.01). First clinical response (i.e. regression of mammary oedema, decrease in milk secretion and normalization of behaviour) were detected by means of inspection and palpation on day 3.5±1.0 (min-max: 2-5), 4.6±1.4 (min-max: 2-7) and  7.00±1.73 (min-max: 5-8) in groups I, II and III, respectively. Mean duration of treatments with Thuja occidentalis D30, Urtica urens D6 and naloxone was 11.6±4.6 (min-max: 3-18), 13.5±3.7 (min-max: 6-19) and 14.33±5.85 (min-max: 10-21) days, respectively (Table 1.)

Table 1. The day of first clinical response, treatment success percentage and duration of treatment in the study groups.     


	Groups
	First clinical response

(X±SD days)

(min-max)
	Treatment success

(%)
	Duration of treatments

(X±SD days)

(min-max)

	Group I
	3.5±1.0 (a)
(2-5)
	15/15 (100) (a)
	11.6±4.6 (a)
(3-18)

	Group II
	4.6±1.4 (b)
(2-7)
	15/15 (100) (a)
	13.5±3.7 (a)
(6-19)

	Group III
	7.00±1.73 (c)
(5-8)
	3/8 (37.5) (b)
	14.33±5.85 (a)
(10-21)

	
	a:b:c = p<0.01
	    a:b = p<0.01
	a:a = p>0.05


Mean duration of Thuja occidentalis D30 treatment did not differ between score ++ and score +++ bitches. Mean duration of treatment in score ++ animals was 12.0±4.7 days. Similarly, treatments lasted for 12.3±3.9 days in score +++ animals. Moreover, mean duration of administration of Urtica urens was 13.9±3.6 and 14.3±1.5 days in score ++ and score +++ animals, respectively. Naloxone treatment was successful in only 3 of 8 (37,5%) bitches. Treatments lasted for 10 days in one score +++ and 12-15 days in two score ++ bitches (Table 2). 

Distribution of mammary gland scores was predominated by score ++ (Group I: 66.7%, Group II: 73.3% and Group III: 75.0%) in all treatment groups followed by scores +++ and + (Table 2). At day 5 of the treatment with Thuja occidentalis D30 (Group I) percentages of score ++, score + and score – yielded 26.7%, 60% and 13.3%, respectively. At day 15 score + and score – in Group I were 13.3% and 86.7%, respectively. Score of all animals in Group I was score – at Day 20 of treatment. While the percentage of score + was 53.3% by Day 5 of Urtica urens treatment, the incidence of score – increased to 66.7% by Day 15. At Day 20, mammary glands of all bitches turned to normal size. Naloxone administration revealed insufficient mammary regression in Group III. Percentages of score +++ and score ++ at the start of the naloxone treatments were 25% and 75%. After 20 days of treatment, status of score ++ and score + reached 50% (n=4) and 12.5%, respectively. Administration of naloxone revealed satisfactory response only in 3 out of 8 animals by day 10 of treatment. Accordingly, percentages of scores +, ++ and +++ decreased during treatments in Group I, II and success rates of treatments were significantly higher in Group I and Group II (both: 100%) compared with Group III (37.5%; p < 0.01) (Table 2).

Table 2: Duration of treatments with Thuja occidentalis D30, Urtica urens D6 and naloxone with regard to the mammary gland score

	Duration of treatments
	Mammary score at the start of the treatment

	
	+
	++
	+++

	Group I

	n
	1
	10
	4

	mean ± SD (days)
	–
	12.0±4.7
	12.3±3.9

	min – max (days)
	5
	3-18
	7-15

	Group II

	n
	1
	11
	3

	mean ± SD (days)
	–
	13.9±3.6
	14.3±1.5

	min – max (days)
	6
	8-19
	13-16

	Group III

	n
	–
	2
	1

	min – max (days)
	–
	12-15
	10


In total, 20 of 38 bitches showed behavioural signs at the start of the treatments (Thuja occidentalis D30: 33.3%, Urtica urens D6: 66.7% and naloxone: 62.5%). Distribution of behavioural scores at the start of medications is listed in Table 3 and Figure 1. During  Thuja occidentalis D30 and Urtica urens D6 treatments, percentages of bitches with behavioural problems significantly decreased within 3-5 days from 33.3% to 6.7% and from 66.7% to 33.3% (p<0.05), respectively. Behavioural signs disappeared in all bitches treated with Thuja occidentalis D30 or Urtica urens D6 within 10 days. In contrast, the percentage of animals having behavioural signs in group III decreased from 62.5% to 50% at the first 5 days of treatment and 25% (n=2) of the bitches of the naloxone group kept showing behavioural signs by day 15-20 of treatment (Fig. 1). 

Table 3: Distribution of mammary gland scores (%) in treatment groups according to the day of treatment

	Days
	Mammary gland scores (%)

	
	-
	+
	++
	+++

	Group I
(n=15)

	0
	-
	6.7

(n=1)
	66.7

(n=10)
	26.6

(n=4)

	5
	13.3

(n=2)
	60.0

(n=9)
	26.7

(n=4)
	-

	10
	33.3

(n=5)
	66.7

(n=10)
	-
	-

	15
	86.7

(n=13)
	13.3

(n=2)
	-
	-

	20
	100

(n=15)
	-
	-
	-

	Group II
(n=15)

	0
	-
	6.7

(n=1)
	73.3

(n=11)
	20.0

(n=3)

	5
	-
	53.3

(n=8)
	33.3

(n=5)
	13.3

(n=2)

	10
	20.0

(n=3)
	46.7

(n=7)
	33.3

(n=5)
	-

	15
	66.7

(n=10)
	26.6

(n=4)
	6.7

(n=1)
	-

	20
	100

(n=15)
	-
	-
	-

	Group III
(n=8)

	0
	-
	-
	75.0

(n=6)
	25.0

(n=2)

	5
	-
	-
	-
	-

	10
	37.5

(n=3)
	-
	-
	-

	15
	-
	-
	-
	-

	20
	-
	12,5

(n=1)
	50.0

(n=4)
	-



[image: image1.emf]Group I                                 Group II                                     Group III

33.3%

6.7%

0%

66.7%

33.3%

0%

62.5%

50%

37.5%

25%

0

25

50

75

100

0

5

10 0

5

10 0

5

10

15-20

days

behavioral

signs

(a)

(b)

(a)

(b)

(a)

(b)

Group I, a:b=p<0.01; Group II, a:b=p<0.01; Group III, a:b=p<0.01


Fig 1. The ratio of animals having behavioural signs throughout the treatment.

DISCUSSION

Although, pseudopregnancy is a physiological syndrome and mild cases are usually considered to need no treatment, bitches showing moderate to severe pseudopregnancy and discouraging maternal behaviour require pharmacological treatment, because they affect both, dogs and owners (Jöchle, 1994). The preferred method of treatment is the use of drugs suppressing secretion of prolactin such as dopamine agonists. The most common dopamine agonists are the ergot compounds bromocryptine and cabergoline (Gobello et al., 2001a). Metergoline, another ergot alkaloid, acts as serotonin antagonist and dopamine agonist and, therefore, reduces prolactin secretion. Side effects of prolactin antagonists are frequent and dependent from doses administered. Those unwanted effects comprise vomiting, anorexia, depression and behavioural changes (Arbeiter et al., 1995).

Thuja occidentalis is effective in mammary oedema resolution by affecting renal functions and dermal layers of mammary glands. Urtica urens D6 also directly affects mammary glands and inhibits lactation. D30 and D6 potencies of Thuja occidentalis and Urtica urens are recommended in pseudopregnancy (King, 1992).

This study was designed to clarify the effectiveness and possible side effects of homeopathic drugs Thuja occidentalis and Urtica urens. Homeopathic treatment was tested because of its natural protective effect and stimulation of defence mechanisms, auto regulatory and self healing processes without side effects (Baur, 1989).
Naloxone administration was chosen for the control group to avoid placebo treatment. Although naloxone is to a little extent effective in the treatment of canine pseudopregnancy (Gümbel-Ammelounx and Rüsse, 1984), it is not as effective as other pharmacological approaches (Jöchle, 1999). This is in agreement with the results of our study, because only three out of eight bitches responded to the treatment with naloxone by Day 15.
In this study, 100% success rate was obtained in Groups I and II within 11.6 and 13.5 days, respectively. In contrast, the success rate in Group III was only 37,5%. Although the duration of successful antiprolactinic treatment for canine pseudopregnancy is shorter (5-7 days) than the time needed for homeopathic treatment in this study (Gobello et al., 2003), administration of Thuja occidentalis and Urtica urens provoked no side-effects and discomfort in the bitches. In a previous study we have shown that homeopathy has no side effects even the  treatment exceeds 20 days (Aslan et al., 2004). Homeopathy is a natural, protective and immunostimulating treatment without any obvious side effects when used properly (Baur, 1989, Becvar, 2003). Thus, no side effects could be observed in this study. Considering the common side effects of antiprolactins bromocryptine (Jöchle, 1999, Gobello et all., 2001), cabergoline (Jöchle et al., 1994) and metergoline (Arbeiter et al., 1995), homeopathy has the advantage of being free of side effects. 

In homeopathy, the potency of a medicament is considered as low (D1-D6), moderate (D7-D30) and high. Low potencies are the best choice in case of organotrophic therapies. In general, low potencies at increasing number of applications are applied in acute diseases. It is also reported that long time periods are needed for recreation in some diseases (King, 1992; Gobello et al., 2003). According to clinical response, homeopathic drugs may be used safely as long as 3-4 weeks (Wolter, 1982). Reports of these authors agree with the results of this study, by stating that homeopathic treatments take longer period than therapies with antiprolactins.

Clinical signs of pseudopregnancy almost disappeared within 15 days of homeopathic treatment (Group I: 86.7%; Group II: 66.7%). Recovery percentages of both treatment groups reached 100% by day 20. Recovery success was only 37.5% in the control group by day 10 of application. Organotrophic features of Thuja occidentalis on skin, mucosa, mucosal inflammation and in body cavities, etc. (King, 1992; Deiser, 2003) provide healing of mammary gland alterations. Furthermore, Urtica urens D6 potency has therapeutic effects on mammary glands and skin disorders (King, 1992). Naloxone application was found to be  ineffective due to low recovery rate within 20 days. Namely, 50% (n=4) of naloxone administered bitches had score ++ on 20. days and 12.5% (n=1) of them kept score + without indicating recovery.

Pseudopregnant bitches do not necessarily show behavioural signs (Johnston et al., 1980). Only 52,63% (20/38) of animals had behavioural signs at the start of the study. Hundred percent of clinical response concerning behavioural signs in Group I and II agrees with the report of King (1992) that Thuja occidentalis and Urtica urens are both effective in curing behavioural signs associated with canine pseudopregnancy. Aslan et al. (2004) and Özyurtlu and Alaçam (2005) reported that Thuja occidentalis (D30) and Urtica urens (D6) administration resulted in recovery of behavioural signs in pseudopregnant bitches. The success rate concerning behavioural alterations during pseudopregnancy demonstrate an action of these homeopathic therapeutics on the central or vegetative nervous system. While bitches of Group I and II had no behavioural signs after 10 days of treatment, 25% of naloxone administered bitches showed behavioural problems even up to 15-20 days.

It is concluded that the homeopathic drugs Thuja occidentalis D30 and Urtica urens D6 could be effectively and safely used in pseudopregnant bitches.
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