
    
        [image: cover image]
    

  Acceptability of Carraguard vaginal gel use among Thai couples

Whitehead, Sara J; Kilmarx, Peter H; Blanchard, Kelly; Manopaiboon, Chomnad; Chaikummao, Supaporn; Friedland, Barbara; Achalapong, Jullapong; Wankrairoj, Mayuree; Mock, Philip; Thanprasertsuk, Sombat; Tappero, Jordan W

AIDS .
			20(17):2141–2148, 14 November 2006.


				doi: 10.1097/QAD.0b013e32801086c9

Author Information

From the aNational Center for HIV, Viral hepatitis, STDs, and Tuberculosis Prevention (proposed), Centers for Disease Control and Prevention, Atlanta, USA

bThai Ministry of Public Health – U.S. CDC Collaboration, Bangkok, Thailand

cPopulation Council, New York, USA

dChiang Rai Regional Hospital, Chiang Rai, Thailand

eChiang Rai Public Health Office, Chiang Rai, Thailand.

Received 11 May, 2006

Revised 15 August, 2006

Accepted 5 September, 2006

Correspondence to S. J. Whitehead, Thailand MOPH – U.S. CDC Collaboration, DDC7 Building, Ministry of Public Health, Nonthaburi 11000, Thailand. Tel: +66 2 580 0669; fax: +66 2 580 0712; e-mail: svw7@cdc.gov

Abstract

Objectives: To evaluate the acceptability of candidate microbicide Carraguard among couples participating in a safety trial.

Study design: A 6-month randomized, placebo-controlled trial was conducted in sexually active, low-risk couples in Thailand.

Methods: Couples who were monogamous, HIV uninfected, and not regular condom users were enrolled. Acceptability data were collected through structured questionnaires at repeated intervals. At the closing study visit, participants were asked questions about hypothetical product characteristics and future use. Compliance with gel use was assessed by questionnaires, coital diaries, and tracking of used and unused applicators.

Results: Among 55 enrolled couples, follow up and adherence with gel use were high and sustained, with 80% of women using gel in over 95% of vaginal sex acts. Because acceptability results from Carraguard and placebo arms were similar, they were combined for this analysis. Overall, 92% of women and 83% of men liked the gel somewhat or very much; 66% of women and 72% of men reported increased sexual pleasure with gel use; and 55% of women and 62% of men reported increased frequency of intercourse. Only 15% of women but 43% of men thought that gel could be used without the man knowing. Although men and women had similar views overall, concordance within couples was low, with no kappa coefficients above 0.31.

Conclusion: Carraguard gel use was acceptable to low-risk couples in northern Thailand. Reported associations between gel use and increased sexual pleasure and frequency suggest a potential to market microbicide products for both disease prevention and enhancement of pleasure.
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Introduction

Of 4.2 million new adult HIV-1 infections worldwide in 2004, almost half were in women, with the vast majority infected through heterosexual transmission [1]. As women become increasingly affected by HIV, a safe, effective, acceptable female-initiated method of HIV prevention is urgently needed to decrease HIV sexual transmission between women and men. While the male condom is a very effective method of HIV prevention, there are many situations where women lack the power to negotiate condom use [2]. Condoms are rarely used in stable relationships [3] and are not appropriate for couples desiring pregnancy [4]. Topical vaginal microbicides designed to prevent sexual HIV transmission are being developed; more than 25 candidate products are currently in the development pipeline and 5 candidates are in large efficacy trials [5].

The real-world effectiveness of any microbicide will depend on both the clinical efficacy under ‘ideal use’ conditions, and on women's and couples’ willingness to consistently use the product. Evaluation of the acceptability of candidate microbicide products during early stages of clinical trials can provide useful information for product formulation; in later stages it can provide important data to inform marketing and promotion messages.

A recent review of microbicide acceptability data highlighted the lack of studies focusing on male partners and couples [6]. Most studies that included men have focused on hypothetical rather than actual product use [7–9]. The few studies [10] where men were asked about actual use were phase I studies in which condom use was required by protocol, and men were not directly exposed to the product. Microbicides are used in the context of sexual partnerships and decision making, and men's views about these products will have a major impact on their eventual acceptance and use.

We report on the acceptability of Carraguard, the Population Council's lead non-contraceptive microbicide candidate, among couples enrolled in a 6-month safety and acceptability trial in Chiang Rai, Thailand. The risk of HIV transmission among married couples in Chiang Rai was relatively high in the early 1990s; HIV-1 seroprevalence peaked at 17.3% in male army conscripts and at 10.8% in young primigravidas [11]. Infection rates had declined by the time of this trial.
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Methods

Study design

Acceptability data were collected as part of a 6-month randomized, placebo-controlled, triple-blinded safety study of Carraguard among low risk, heterosexual couples in Chiang Rai, Thailand. Following a detailed study introduction session, individual and couple counselling, eligibility screening, and completion of a comprehension test and informed consent, couples were randomized to use either Carraguard or placebo gel. Participants were asked to apply study gel up to 1 h before sexual intercourse for each act of intercourse during the trial period, including during menses if they had intercourse at that time. They were advised that the gel was not designed for anal or oral use, and were instructed to use condoms if they felt they were at risk for sexually transmitted infections (STI) or HIV. Women participants were asked to record intercourse, gel use, and condom use in a coital diary. Couples attended the study clinic monthly for an interview, genital examination, and laboratory testing for reproductive tract infections.
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Study products

Carraguard, a 3% carrageenan derived from seaweed, is a large, negatively charged polymer which inhibits uptake of HIV into target cells [12]. The placebo gel formulation contains 2.5% methyl cellulose. The placebo looks, feels, smells, and tastes the same as Carraguard; both are clear gels with similar viscosity. Both gels were packaged in opaque Microlax-type single-use applicators (Norden Pac International AB, Kalmar, Sweden) designed to dispense 4 ml of gel at each application.

Safety data from this trial and from a trial of Carraguard use among low-risk women showed no product-related risk of genital lesions, disrupted vaginal flora, or other adverse effects [12–13].
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Study population

Couples were recruited from family planning clinics and through community meetings coordinated with community health centre staff and village health volunteers. A total of 55 HIV-negative couples enrolled in the trial. Couples were eligible to participate if both members were monogamous (reported no other sexual partner in the previous year, and expressed no intent to have another partner during the study period), HIV-negative and free of sexually transmitted infections at screening, not regular condom users (i.e., used condoms < 25% of the time), and planned to have vaginal sexual intercourse together at least once per week on average.
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Acceptability data collection

During clinic visits at day 14, month 1, month 3, and month 6, research staff interviewed male and female participants separately using a structured questionnaire. Interviewers asked about the volume of gel, applicator ease of use, timing of gel use, effect on sexual pleasure or frequency, overall rating of the product, and also asked open-ended questions about best or worst aspects of the gel. Men were also asked if they ever inserted the study gel for their partner. At the 6-month closing visit additional questions were asked about whether opinions about the gel changed over time, covert use, hypothetical characteristics of an ideal microbicide, and willingness to use or recommend use in the future.

Additional acceptability and use dynamics outcomes included compliance with study gel use assessed by questionnaire and coital diaries, and tracking of returned used and unused applicators. Applicators returned as ‘used’ were weighed but no assay was conducted to verify the applicators had been inserted in the vagina. Female participants referred to their coital diaries at each visit to complete questions about frequency of sex and gel and condom use. Men relied on recall alone to answer these questions.
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Data analysis

Data were entered using EpiInfo 6.04, converted into SAS (SAS 8.2, SAS Institute, Cary, North Carolina, USA) data files, and analysed using SAS and Stata (Stata 8.0, StataCorp, College Station, Texas, USA). As there were no significant differences in sociodemographic status or acceptability responses between the Carraguard and placebo gel groups, the groups were combined for this analysis. For continuous variables, the mean and standard deviation are presented for women, men, and the difference between them, along with the correlation between women's and men's responses. For nominal and ordinal variables, we present frequency responses by sex, percent agreement, and kappa statistics for the concordance within couples. The kappa statistic reflects the proportion of agreement corrected for chance; i.e., corrected for the level of agreement expected by chance alone.

Differences between males and females on factors were tested using the chi-square test for marginal homogeneity; for a binary response factor this is equivalent to McNemar's test. Factors associated with acceptability among men were evaluated using the 95% confidence interval for the estimated relative risk. Unless otherwise stated, responses from the closing study visit are presented.
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Results

Description of study population

A total of 84 couples were screened and 55 enrolled in the trial. Median age was 33 years for women and 37 years for men, with mean years of education of 5.9 years among women and 6.3 years among men (Table 1). The most common occupation was farming (40.0% of women, 49.1% of men). The most common current contraceptive methods were oral pills (40.0%) and female sterilization (32.7%). Vaginal product use, condom use, and oral sex within the previous year were infrequently reported, and no couples reported anal sex within the previous year. Retention was high, with 52 couples plus one woman (without her partner) completing a full 6 months of follow up.

[image: Table 1]Table 1. Demographic characteristics, reproductive history, and sexual behaviour at screening of 55 women and 55 men enrolled in a Carraguard use safety trial in northern Thailand, 2001–2002.
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Adherence and gel use dynamics

Adherence to gel use was high throughout the study. In both Carraguard and placebo groups, approximately 80% of the women used gel for at least 95% of their acts of vaginal intercourse; the mean number of applicators used per week was between 2.2 and 3.1 at all visits. One woman reported concomitant condom and gel use during the study. Women and men reported a similar number of episodes of vaginal intercourse, with a mean of 9.95 per month reported by women and 10.1 per month reported by men (r = 0.93). The number of episodes of intercourse where gel was used was also similar between women and men: 9.7 per month reported by women and 9.7 per month reported by men (r = 0.94).

Women reported inserting gel a mean of 8.9 min before sex; men reported that their partner inserted gel a mean of 10.1 min before sex. A total of 41% of men ever inserted gel for their partner; 13 women (24.1%) reported ever using gel during menses.
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Acceptability

For questions that were asked at multiple visits during the study, a summary of trends in responses over time is shown in Fig. 1. Significant linear trends were observed over the study period, with an increasing proportion of women and men reporting that gel use increased sexual pleasure and frequency, and an increasing proportion of women reporting that the volume of gel was too great. There was no significant change in the overall rating of gel by either women or men, which remained high throughout follow up.

[image: Fig. 1]Fig. 1. Responses to gel use over time among 55 women and 55 men enrolled in a Carraguard use safety trial, northern Thailand, 2001–2002. *P < 0.05, chi-square test for trend (based on GEE ordered logistic regression).



The following results refer to responses from the closing visit of the study. A majority of both women (53.8%) and men (63.5%) felt that the volume of gel was just right, but 46.1% of women and 36.5% of men felt it was too great (Table 2). All found the applicator either appealing (women 52.8%; men 67.9%) or neutral. Only one woman found the gel difficult to apply.

[image: Table 2]Table 2. Acceptability of study gel among women and men and concordance within couples at the closing study visit of a Carraguard use safety trial, northern Thailand, 2001–2002.



Most women (66.0%) and men (71.7%) reported that gel use resulted in increased sexual pleasure as well as increased frequency of sex (women 54.7%; men 62.3%). One man found that gel use had a negative effect on sexual pleasure and decreased frequency of sex. A large majority (84.9% of women; 92.4% of men) reported that sex with gel was different from sex without gel.

Only 15.1% of women believed that it would be possible to use gel without their partner noticing. Men were more likely to believe that covert use was possible, with 43.4% stating that their partner could use the gel without their noticing. All the women in the study and all but one of the men would recommend the gel to a friend if it were available.

When asked about desired characteristics of a microbicide product, a large majority of women and men viewed extra lubrication as very important (60.4% and 81.1% respectively) (Table 3). Conversely, almost none felt it was important for a microbicide to dry the vagina. There were several characteristics that men were significantly more likely than women to rate as important: a product that makes the vagina tight (rated ‘very important’ by 43.4% of women and 90.6% of men); a product that slows the time to ejaculation (rated ‘very important’ by 22.6% of women and 71.7% of men); a product that smells good (rated ‘very important’ by 32.1% of women and 77.3% of men); and a product that tastes good (rated ‘very important’ or ‘somewhat important’ by 28.3% of women and 56.6% of men). Both women and men preferred a microbicide that was contraceptive (75.5% of women, 83.0% of men) and also believed their partner would be more likely to use a microbicide that was contraceptive (71.1% of women, 84.9% of men). At the same time, 90.6% of women and 96.2% of men felt that if microbicides protected against both disease and pregnancy, then men would be less willing to use condoms.

[image: Table 3]Table 3. Desired microbicide product characteristics reported by women and men and concordance within couples at the closing visit of a safety trial of Carraguard use, northern Thailand, 2001–2002.



For both opinions about study gel and desired product characteristics, the concordance within couples was generally very low, with kappa statistics almost all below 0.20 and several below zero. For example, there were negative kappa statistics for whether covert gel use was possible, whether extra lubricant was an advantage, whether good taste was an important attribute of the gel, or whether a contraceptive or non-contraceptive microbicide was preferred by either the respondent or partner.

In responding to open-ended questions on what they liked about the gel, women participants most frequently mentioned increased lubrication during sex (83.0%) and a cool sensation (24.5%). Other aspects mentioned by women included making sex more pleasurable, a clean sensation, and the fact that there was no irritation or ‘allergy’. The only negative aspect commonly mentioned was that the gel was too messy, too wet, or too watery (56.6%). Despite this common complaint, only two women reported using a vaginal hygiene or douching product during the study. Two women (3.8%) felt the gel was too viscous, and two that it smelled ‘medicinal’. In men's responses to these open-ended questions, most (80.8%) also mentioned lubrication as an aspect of the study gel that they liked. Other common favourable gel features reported by men included: no side effects or irritation, making sex more pleasurable for both partners, prolonging the time to ejaculation, and the gel being clear, colourless, odourless, and giving a cool sensation. Regarding dislikes about the gel, 24 (45.2%) men stated it was too wet or too messy, and two (3.8%) found it too viscous.
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Factors associated with acceptability

Acceptability among women, as assessed by an overall gel rating of ‘liked somewhat’ or ‘liked very much’, was so high (92.4%) that it was not possible to identify sociodemographic factors or relationship characteristics associated with acceptability. Women who reported less consistent gel use, i.e. the 11 women who reported gel use in less than 95% of sex acts, were less likely to report liking the gel ‘somewhat’ or ‘very much’ (72.7% of inconsistent users versus 97.7% of consistent users, P = 0.01). Among men, when acceptability was defined as liking the gel ‘somewhat’ or ‘very much’, having a higher level of education and using a contraceptive method other than sterilization were both associated with lower acceptability, with relative risks of 0.5 [95%confidenceinterval(CI),0.3–0.7] and 0.6 (95% CI, 0.5–0.8) respectively. Age, age difference between partners, and duration of partnership were not associated with acceptability.
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Discussion

Adherence to use of Carraguard and placebo gel was high and sustained throughout this study of low-risk couples. Overall acceptability was very high among both men and women, with most reporting that they liked the gel and would recommend it to a friend in the future. A majority of both men and women reported that gel use was associated with increased frequency of intercourse and increased sexual pleasure.

Of note is the finding that a rising proportion of both men and women over time reported increased pleasure and frequency of sex with gel use. It is possible that studies with shorter periods of follow up may not adequately capture views of products intended for use over the longer term; on the other hand, it is also possible that ‘first impressions’ may be more important in determining future decisions about using a vaginal product in non-research settings.

The reporting of frequency of sex and gel use was relatively well correlated between partners. Since this information was collected differently among women and men (diary cards for women and recall for men) it is not surprising there are some discrepancies within couples. Concordance within couples for evaluation of study gel, as measured by kappa scores, was almost universally low: almost all scores were lower than 0.20; >0.60 is usually considered substantial agreement [14]. This suggests that the two members of a couple were little more likely to agree on gel attributes than would be expected by chance alone; indeed, for those variables with negative kappa scores, couples agreed with each other less frequently than would be expected by chance. Thus, although on many attributes men and women overall had similar views, there was little tendency for couples to agree with their partner any more than with another individual. This suggests that study designs eliciting views of one member of a couple as a proxy for the other may be of limited value.

However, kappa scores are strongly influenced by prevalence: for variables where the prevalence of a given response is very high or very low, then the upper limit of kappa is much less than 1 and low kappa values are to be expected [15]. Thus, for example, when 84.9% of women and 92.4% of men responded that sex was different when using gel, a low kappa score (0.07) is to be expected. Despite the low kappa score, 81.1% of couples overall agreed that sex with gel was different.

There was an important difference of opinion between women and men about whether the gel could be used without the male partner knowing: only 15.1% of women agreed that they could, compared to 43.4% of men, and the kappa score was −0.12 for within-couple agreement. The possibility of covert use by women has been one key rationale for the need for microbicides, particularly in settings where women may lack power to negotiate condom use. While few of the women in this study felt covert use would be possible, many of their partners disagreed. Covert use may be generally more acceptable in casual relationships than in stable partnerships [16,17], but is likely to be needed by women in both situations, including, for example, HIV-discordant relationships where condom use cannot be negotiated. An alternative to difficult discussions with partners about disease risk and trust that has been proposed by participants in some microbicide acceptability studies is ‘indirect’ covert use [16]. In this case, a woman would inform her partner she is using a product but suggest the reason is not disease prevention but rather contraception or enhancement of sexual pleasure. Although marketing this kind of pretext may not be appropriate for a variety of reasons, it may certainly be possible to promote ‘dual use’ for microbicides: both disease prevention and enhancement of pleasure (and ‘triple’ use for those with contraceptive properties). Indeed, some researchers have argued that the first step in product innovation should be the identification of characteristics that enhance sexual pleasure, only then followed by the addition of HIV, STI and/or pregnancy prevention features [18]. Several studies of men's attitudes to potential reproductive health products have noted that men may place particularly high importance on the impact of these products on sexual pleasure [8,19].

Although both men and women participants in this study reported that the increased lubrication associated with gel use had a positive effect on sexual frequency and pleasure, this may not be consistent across cultures. The preference in many sub-Saharan African countries for ‘dry sex’ [7–9,20] may require both a variety of formulations and locally tailored marketing messages in order to ensure widespread acceptability.

Our study had a number of limitations. First, this was a relatively small safety trial, and we enrolled low-risk couples in stable partnerships. Recruitment was challenging and our study population represents a select group where both partners were willing to enter the trial for a 6-month period. This limits the generalizability of our findings, as the experience of a higher-risk target population may be quite different. Second, adherence and acceptability among study participants were so high that we were unable to explore the influence of male partner attitudes or attitude discordance among partners on use behaviour or acceptability. Third, study participants were infrequent condom users, making it difficult to compare the acceptability of microbicides with that of condoms. Finally, acceptability data were collected in face-to-face interviews with clinic research nurses; there may have been a tendency for participants to give what they considered to be ‘desirable’ responses.

In conclusion, our data indicate that Carraguard is highly acceptable to low-risk heterosexual men and women in Thailand. This study is the first to report on both men's and women's views of a candidate microbicide in the context of actual use, without concurrent condom use. This allowed valuable insights into microbicide use dynamics and the reactions to gel use from both members of participating couples. The positive response to study gel from both men and women bodes well for the acceptability of this or similar products once they are marketed. Further research of this nature among more diverse populations and types of partnerships are critical, and a full assessment of ‘real-world’ use-effectiveness is likely to require licensing and widespread use of a microbicide product.
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Characteristic Women n (%)" Men n (%) el Agreement (%) Kappa

Volume 0.29 55.8 0.10
Too much 24 (46.1) 19 (36.5)
Just right 28 (53.8) 33 (63.5)
Not enough 0(0.0) 0 (0.0)

Applicator 0.06 66.0 0.31
Appealing 28 (52.8) 36 (67.9)
Neutral 25 (47.2) 17 (38.1)
Unappealing 0(0.0) 0 (0.0)

Applying gel within 1 h before sex 0.02 7.7 0.28
Fine 35 (66.0) 44 (83.0)
Prefer to apply earlier 18 (34.0) 9 (17.0)

Effect on sexual pleasure 0.39 64.2 0.18
Much/somewhat more 35 (66.0) 38 (71.7)
No effect 18 (34.0) 14 (26.4)
Much/somewhat less 0(0.0) 1(1.9)

Effect on frequency of sex 0.33 58.5 0.16
Increased frequency 29 (54.7) 33 (62.3)
No effect 24 (45.3) 19 (35.8)
Decreased frequency 0(0.0) 1(1.9)

Sex with gel different 0.21 81.1 0.07
Yes 45 (84.9) 49 (92.4)
No 8(15.1) 4 (7.6)

Extra lubrication an advantage? 0.65 90.6 -0.05
Yes 51(96.2) 50 (94.3)
No 2(3.8) 3(.7)

Opinion of gel changed during study 0.06 66.0 0.24
Yes 21 (39.6) 13 (24.5)
No 32 (60.4) 40 (75.5)

Gel use without partner knowing 0.004 49.1 —0.12
Possible 8(15.1) 23 (43.4)
Not possible 45 (84.9) 30 (56.6)

Recommend gel to friend 0.32 98.1 0.0
Yes 53 (100.0) 52 (98.1)
No 0(0.0) 1(1.9)

Overall rating of gel 0.05 58.4 0.27
Liked very much 12 (22.6) 18 (34.0)
Liked somewhat 37 (69.8) 26 (49.1)
Neutral 4(7.6) 9 (17.0)
Disliked some/very much 0(0.0) 0(0.0)

"Data were included when both members of a couple completed the closing visit and answered a given question. When the response was missing
for one or both members of a couple, their data were excluded for that variable; therefore, for some variables n=53 while for others n=52.
bp values are based on chi-square test for marginal homogeneity.
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Characteristic Women” n (%) Men™ n (%) P Agreement (%) Kappa

Extra lubricant

Very important 32 (60.4) 43 (81.1) 0.01 62.3 0.18
Somewhat important 19 (35.8) 7 (13.2)
Not important 23.8) 3.7)
Dries vagina 0.03 67.3 0.15
Very important 2(3.8) 2(3.8)
Somewhat important 5(9.6) 15 (28.8)
Not important 45 (86.5) 35 (67.3)
Gives warm feeling 0.004 26.9 —0.08
Very important 5(9.6) 18 (34.6)
Somewhat important 21 (40.4) 21 (40.4)
Not important 26 (50.0) 13 (25.0)
Can't tell it is there 0.14 35.8 0.01
Very important 30 (56.6) 20 (37.7)
Somewhat important 15 (28.3) 18 (34.0)
Not important 8 (15.1) 15 (28.3)
Makes vagina tight 0.00 453 0.04
Very important 23 (43.4) 48 (90.6)
Somewhat important 20 (37.7) 5(9.4)
Not important 10 (18.9) 0 (0.0)
Slows time to ejaculation 0.00 22.6 —0.06
Very important 12 (22.6) 38(71.7)
Somewhat important 17 (32.1) 9 (17.0)
Not important 24 (45.3) 6(11.3)
Speeds time to ejaculation 0.10 47.2 0.09
Very important 10 (18.9) 7 (13.2)
Somewhat important 17 (32.1) 10 (18.9)
Not important 26 (49.1) 36 (67.9)
Smells good 0.0001 34.0 0.01
Very important 17 (32.1) 41 (77.3)
Somewhat important 23 (43.4) 8 (15.1)
Not important 13 (24.5) 4(7.6)
Tastes good 0.03 321 -0.13
Very important 5(9.4) 10 (18.9)
Somewhat important 10 (18.9) 20(37.7)
Not important 38 (71.7) 23 (43.4)
Prefer contraceptive or 0.37 623 —0.14
non-contraceptive microbicide
Contraceptive 40 (75.5) 44 (83.0)
Non-contraceptive 13 (24.5) 9(17.0)
Partner more likely to use if 0.11 64.2 —0.03
contraceptive or non-contraceptive
Contraceptive 38(71.1) 45 (84.9)
Non-contraceptive 15 (28.3) 8(15.1)
If microbicide were contraceptive, 0.18 90.6 0.24
men would reduce condom use
Yes 48 (90.6) 51(96.2)
No 5094 2.8

"Data are included when both members of a couple completed the closing visit and answered a given question. When the response was missing for
one or both members of a couple, their data are excluded for that variable; therefore, for some variables n= 53 while for others n=52.
bp values are based on chi-square test for marginal homogeneity.
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Characteristic

(N=55) n (%)

Men
(N=55)n (%)

Age (years)
18-25
26-30
31-35
>35
Median (range)
Education
None
Primary (1-5)
Secondary (6-12)
College (13+)
Mean (SD)
Employment
Agriculture
Other employment
Not employed/
housewife

Number of people in household

Mean (SD)
Number of live births
0
1
2
3 or more
Mean (SD)
Current contraceptive
method
None
Injectables
Oral pills
Female sterilization
Male sterilization
Other
Any vaginal product
use past year
Condom use past year
Always/usually/
sometimes
Once in a while
Never
Received oral sex
in past year
Anal sex with partner
in past year
Masturbation in past year

4.5 (1.7)

Not asked

6 (10.9)

2 (3.6)
21 (38.2)
26 (47.3)

6 (10.9)
6.3 (3.2)

27 (49.1)

12 (21.8)
16 (29.1)

Not asked
Not applicable

Not asked

Not applicable

0 (0.0

8 (14.5)
47 (85.5)
11 (20.0)

0 (0.0

31 (56.4)
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