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National Essential Medicine List
Tertiary Medication Review Process
Component: Gender Dysphoria

MEDICINE MOTIVATION:
1. Executive Summary
Date: August 2019
Medicine (INN): Testosterone
Medicine (ATC): GO3BAO3
Indication (ICD10 code): F64.0
Patient population: Patients with gender dysphoria — Masculinizing
Prevalence of condition: no accurate figures in SA. Recent population based surveys in the United
States suggest that the number of self-identified trans people represent approximately 0.1-0.5%
of the population.’?
Level of Care: Tertiary (initiation), can be down referred are required
Prescriber Level: Multidisciplinary Specialist Team
Current standard of Care: Psychosocial/hormone/surgery therapy
Efficacy estimates: (preferably NNT)

2. Name of author(s)/motivator(s): Tertiary Committee

3. Author affiliation and conflict of interest details: No applicable conflicts declared
Dr Grobler — Part of Gender Clinic at Steve Biko Hospital.
No other applicable conflicts declared.

4. Introduction/ Background

Gender dysphoria is defined as the distress and unease experienced if gender identity and designated
gender are not completely congruent. In 2013, the American Psychiatric Association released the fifth
edition of the DSM-5, which replaced “gender identity disorder” with “gender dysphoria” and changed
the criteria for diagnosis.

Gender incongruence is an umbrella term used when the gender identity and/or gender expression
differs from what is typically associated with the designated gender. Not all individuals with gender
incongruence have gender dysphoria or seek treatment.

5. Purpose/Objective i.e. PICO question:
-P (patient/population): Gender Dysphoria - Masculinizing
-l (intervention): Testosterone
-C (comparator): No therapy
-0 (outcome): Quality of life
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6. Methods:
a. Datasources: Pubmed, Cochrane Library, Google Scholar.

b. Search strategy
("Testosterone"[Mesh]) AND "Gender Dysphoria"[Mesh]
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c. Excluded studies: n/a
d. Evidence synthesis

Meta-analysis

Author, Type of n Populati | Compara | Primary Effect sizes Comments
date study on tors outcome
Murad MH, | Systematic | 28 studies, Patients | No control | e Improvementin | e 80% of individuals with GID reported Level Il evidence
et.al. 2010® | review 1833 with gender significant improvement in gender (observational
and Meta- | participants | gender ¢ Improvement in dysphoria (95% Cl = 68—-89%; 8 studies; 12 = | studies, lacked
analysis (1093 male- | identity psychological 82%); control)
to-female; disorder symptoms e 78% reported significant improvement in
801 female- | (GID) e Improvement in psychological symptoms (95% Cl = 56-94%;
to-male) receiving quality of life 7 studies; 12 = 86%);
hormona e Improvement in | ® 80% reported significant improvement in
I therapy sexual function. quality of life (95% CI = 72—-88%; 16 studies;
12 = 78%);
e 72% reported significant improvement in
sexual function (95% CI = 60-81%; 15
studies; 12 = 78%).
Evidence quality: Level Il evidence
Cross-sectional study
Author, Type of n Population | Comparators Primary outcome Effect sizes Comments
date study
Gorin- Cross- 61 GID No hormonal Quality of life (Short | e Hormonal therapy was
Lazard A, sectional participants individuals therapy Form 36) significantly associated with a
et.al. study (44 received higher QoL
20124 hormonal e Depression was significantly
therapy) associated with a lower QoL.

e. Evidence quality: The outcomes reported are subjective and include measures such as improvement of psychological symptoms,
improvements of quality of life, improvement in gender dysphoria, and improvement in sexual function. Since there are no hard
clinical outcomes, a value judgement is required.
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Adverse effects: Common adverse effects include polycythemia, weight gain, acne, androgenic alopecia
and sleep apnoea. Patients need to be screened for general disease risk factors which may have
possible increased risk (e.g. cardiovascular disease, type 2 diabetes).>

Alternative agents: Alternative treatment includes changes in gender expression, surgery, and
psychotherapy. The treatment interventions are individualized on a patient basis, with interventions
applied in different orders.

EVIDENCE TO DECISION FRAMEWORK

SUPPORTING EVIDENCE & ADDITIONAL

JUDGEMENT CONSIDERATIONS
5 ” What is the overall confidence in the Although evidence does not evaluate hard
- g evidence of effectiveness? outcomes, there is support for quality of life
'5 a outcomes for these patients.
= E Confident Not Uncertain
g confident
x| [ | [ ]
(%]
E Do the desirable effects outweigh the
§ undesirable effects?
o3
2 Benefits  Harms Benefits =
E outweigh outweigh harms or
g harms benefits ~ Uncertain
g I T R [x |
Therapeutic alternatives available: Rationale for therapeutic alternatives included:
Yes No
\ | \ X \ References:

List the members of the group.
Rationale for exclusion from the group:

THERAPEUTIC
INTERCHANGE

List specific exclusion from the group: Reference:

Is there important uncertainty or
variability about how much people value
the options?

Minor  Major  Uncertain

ES I

Is the option acceptable to key
stakeholders?
Yes No Uncertain

[x 1 [ ]

VALUES & PREFERENCES /
ACCEPTABILITY
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How large are the resource

Cost of medicines/ month:

requirements? Medicine Cost (ZAR)*
Depot Starting dose: 100mg every 2 weeks
w More Less Uncertain testosterone | R403.38/month
3 intensive intensive 100mg/ml, Maximum dose: 200mg every 2 wee
& ] [ ] 10ml R806.76/month
8 *Previous contract price ending April 2019, non-
0 award on new contract.
e Additional resources:
Patients will need to be managed by a
multidisciplinary team including endocrinologists,
psychiatrists, surgery, psychologist etc.
Would there be an impact on health With no formal EML recommendations, there is
> inequity? inequity with treatment only afforded at those
E facilities running a gender dysphoria clinic.
§' Yes No Uncertain
[ ] [ ] (x|
Is the implementation of this
- recommendation feasible?
g Yes No Uncertain
2 ]
wl
[T 9

We We suggest | We suggest We We
recommend notto use | usingeither| suggest recommend
against the the option | the option | usingthe the option
option and or or the option
Type of recommendation for the tousethe | alternative
alternative alternative
O O O O [x]
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Recommendation Testosterone is recommended for inclusion on the Tertiary and
Quaternary Essential Medicine List for patients with gender
dysphoria for the Masculinising regimen, to be initiated by
specialists in a multidisciplinary team.

Rationale: Appropriate access will assist in enabling the proper and safe

use, and avoid unsafe practices.
Level of Evidence:

Iland I

Review indicator:

Evidence Evidence of Price

of efficacy harm reduction

[ ] [ ]
VEN status:

Vital Essential Necessary

L Ix ] [ ]
Monitoring and evaluation Individual patient monitoring required: ALT, fasting glucose,
considerations cholesterol, Haemoglobin, pregnancy test prior to initiation.
Research priorities Patient outcomes, adverse effects of long-term treatment.
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