SOUTH AFRICAN PRIMARY HEALTHCARE LEVEL ESSENTIAL MEDICINES LIST 
CHAPTER 7: FAMILY PLANNING 
NEMLC MEETING: 25 MARCH 2021

Medicine amendment recommendations, with supporting evidence and rationale are listed below.
Kindly review the medicine amendments in the context of the respective standard treatment guideline (STG). 

NEW STANDARD TREATMENT GUIDELINE
	SECTION
	CONDITION
	MEDICINE MANAGEMENT
	MEDICINE ADDED

	7.2.2
	Levonorgestrel intra-uterine device (LNG-IUD)
	
Yes
	Progestin-containing IUD (added as a therapeutic group)

	
	
	
	LNG-IUD, 52 mg (added as an example of progestin-containing IUD group)

	
	
	
	LNG-IUD, 16 mg (added as an alternative of progestin-containing IUD group on the therapeutic interchange database)



	7.2.2	LEVONORGESTREL INTRA-UTERINE DEVICE (LNG-IUD)


Progestin-containing IUD: added as a therapeutic group
LNG-IUD, 52 mg: added as an example of progestin-containing LNG -IUD group
LNG-IUD, 16 mg: added as an alternative of progestin-containing LNG-IUD group on the therapeutic interchange database

REVIEW OF PRICE OFFER FOR LNG-IUD, 52 MG 
Background: Long-acting, reversible contraceptive methods (LARCs) are the most attractive option for contraception, especially in adolescents, as they are highly effective and does not require daily or monthly monitoring. The LNG-IUD has many benefits apart from effective contraception (see below), but its widespread use is inhibited by its higher cost. Previously, NEMLC had recommended that standard-dose LNG-IUD, 52mg not be recommended for contraception, as despite comparable effectiveness and safety with copper IUD, standard-dose LNG-IUD, 52mg is not affordable for contraception[footnoteRef:1]. Subsequently, following a health economic analysis, NEMLC recommended standard-dose LNG-IUD, 52mg for refractory abnormal uterine bleeding as third-line treatment option at Tertiary and Quaternary Level of Care[footnoteRef:2]. More recently, NEMLC recommended that the low-dose LNG-IUD, 19.5mg not be included on the PHC EML, as it is expensive relative to other contraceptive agents currently included on the EML[footnoteRef:3]. [1:  Minutes of the NEMLC meeting of 25 April 2013]  [2:  Minutes of the NEMLC meeting of 27 September 2018]  [3:  Minutes of the NEMLC meeting of 17 September 2020] 


The supplier of low-dose and standard-dose LNG-IUD recently offered a reduced price for standard-dose LNG-IUD, 52mg, and the PHC/Adult Hospital Level Committee reviewed this for inclusion as a contraceptive option.



CONSIDERATIONS:
· Supply challenges: With the continuous supply challenges of contraceptives over the past few years, it would be feasible to consider an additional agent. 

· New contraceptive modalities: In 2019, the Adult Hospital Level Committee undertook a review of the evidence for consideration of additional contraceptive modalities on the EML, noting that an important factor for family planning is dependent on choice, where the party/parties concerned has/have a right to choose whether to use contraceptives and also which method to use. 

· Uptake of contraceptives: However, uptake of contraceptives in the public sector has to date, not increased since 2014, as per the South African Demographic Health Survey, 2016[footnoteRef:4] (a nationally representative sample of persons aged 15-49). Below is the contraceptive use method uptake.  [4:  National Department of Health and ICF. 2019. South Africa Demographic and Health Survey 2016. Pretoria: National Department of Health - NDoH - ICF. Available at http://dhsprogram.com/pubs/pdf/FR337/FR337.pdf ] 

	  Current contraceptive method
	Frequency
	Percent

	Not using any method
	4,489
	52.7

	Injection - 3 month
	1,395
	16.4

	Male condom
	946
	11.1

	Injections - 2 month
	619
	7.3

	Pill
	369
	4.3

	Female sterilization
	302
	3.6

	Implants
	277
	3.3

	IUD
	58
	0.7

	Withdrawal method
	17
	0.2

	Male sterilization
	15
	0.2

	Female condom
	15
	0.2

	Emergency contraception
	5
	0.1

	Periodic abstinence
	4
	0.1

	Other modern method
	3
	0.0

	Total
	8,514
	100.0


	Table 1. South African Demographic Health Survey, 2016 – uptake of contraceptives

In the Western Cape, where there is good access to family planning services, the Couple Year protection rate is 74.2% (from the 2019 annual report[footnoteRef:5]). This means that almost 75% of women aged 15-49 in the public sector are using a contraceptive method.  [5:  Western Cape, Department of Health. Quarterly performance reports: 2018/19
https://www.westerncape.gov.za/assets/departments/premier/QPR/2018-2019/Q1/publication_template_v06_.pdf ] 

According to the UN Contraceptive Use by Method 2019[footnoteRef:6], the OC pill is used by 16% of women worldwide, injectables 8%, IUD 17% and implants 2%. [6:  United Nations – Department of Economic and Social Affairs. Contraceptive Use by Method, 2019. https://www.un.org/en/development/desa/population/publications/dataset/contraception/wcu2019.asp ] 

The 2020 StatsSA report ‘Unwanted fertility in SA, 2016[footnoteRef:7]’ showed that 20% of women sampled experienced a birth when they were no longer planning a baby. [7:  Maluleka R. Unwanted fertility in South Africa / Statistics South Africa. Pretoria: Statistics South Africa, 2020.
http://www.statssa.gov.za/publications/Report-03-00-02/Report-03-00-022020.pdf ] 


Proven strategies to expand contraceptive options include introducing new contraceptive technologies, expanding access to existing methods, and expanding the provider base.[footnoteRef:8] [footnoteRef:9] [footnoteRef:10] [footnoteRef:11] Currently, there are 5 pharmacological contraceptive options recommended in the STGs and EML.[footnoteRef:12] Increasing the contraception options would provide a broader base to choose from. In an analysis of data estimating contraceptive use from representative national surveys between 1982 and 2009, use of modern contraception increased when more methods became available, both cross-sectionally and over time.[footnoteRef:13]Though increasing contraceptive uptake is multifactorial and includes factors such as adequate knowledge translation and adequate counselling of women to make informed choices, feasibility, acceptability, affordability as well as integration of health services.  [8:  Duvall S, Thurston S, Weinberger M, Nuccio O, Fuchs-Montgomery N. Scaling up delivery of contraceptive implants in sub-Saharan Africa: operational experiences of Marie Stopes International. Glob Health Sci Pract. 2014 Feb 4;2(1):72-92. https://pubmed.ncbi.nlm.nih.gov/25276564/  ]  [9:  Charyeva Z, Oguntunde O, Orobaton N, Otolorin E, Inuwa F, Alalade O, Abegunde D, Danladi S. Task Shifting Provision of Contraceptive Implants to Community Health Extension Workers: Results of Operations Research in Northern Nigeria. Glob Health Sci Pract. 2015 Sep 15;3(3):382-94. https://pubmed.ncbi.nlm.nih.gov/26374800/   ]  [10:  Christofield M, Lacoste M. Accessible Contraceptive Implant Removal Services: An Essential Element of Quality Service Delivery and Scale-Up. Glob Health Sci Pract. 2016 Sep 29;4(3):366-72. https://pubmed.ncbi.nlm.nih.gov/27577239/ ]  [11:  Hoke T, Brunie A, Krueger K, Dreisbach C, Akol A, Rabenja NL, Olawo A, Stanback J. Community-based distribution of injectable contraceptives: introduction strategies in four sub-Saharan African countries. Int Perspect Sex Reprod Health. 2012 Dec;38(4):214-9. https://pubmed.ncbi.nlm.nih.gov/23318171/]  [12:  PHC STGs and EML, 2018. https://www.knowledgehub.org.za/ ]  [13:  Ross J, Stover J. Use of modern contraception increases when more methods become available: analysis of evidence from 1982-2009. Glob Health Sci Pract. 2013 Jul 26;1(2):203-12.  https://pubmed.ncbi.nlm.nih.gov/25276533/ ] 


Advantages of LNG-IUD over the copper IUCD:
Although both the LNG-IUD and copper IUCD are intra-uterine devices and LARCs, there mechanism of action (and therefore recommendations for usage) is different and the LNG-IUD should really be discussed in the same class as  the other progesterone-only contraceptive methods (injectable and the progesterone-only OC (‘mini pill’).
For LNG-IUD vs copper IUCD, LNG-IUD has the additional advantage of decreasing menstrual blood after 3 months of use with amenorrhea in about 20% of women. The LNG-IUD also decreases menstrual pain and the risk of pelvic infection and endometrial cancer. The decrease in menstrual bleeding reduces the risk of anaemia. These non-contraceptive benefits of the LNG-IUD makes it ideal for women with heavy menstrual bleeding and/or severe menstrual pain. It is an attractive option for adolescents and for women who cannot tolerate estrogen or where estrogen is contra-indicated. The copper IUCD is also an attractive option for women with contra-indications to hormones, but it’s main side effect is menstrual cramping  and irregular or prolonged and heavy menstrual bleeding.[footnoteRef:14] [footnoteRef:15]  [14:  National Department of Health: Affordable Medicines, EDP- Primary Healthcare level. Medicine Review: Levonorgestrel-releasing intrauterine system for contraception, April 2013. https://www.knowledgehub.org.za/e-library  ]  [15:  National Department of Health: Affordable Medicines, EDP- Primary Healthcare level. Medicine Review: Low-dose levonorgestrel-releasing intrauterine system for contraception, August 2020. https://www.knowledgehub.org.za/e-library ] 


Standard-dose LNG-IUD, 52mg: The national EML currently recommends standard-dose LNG-IUD, 52mg for refractory menorrhagia[footnoteRef:16]. [16:  National Department of Health: Affordable Medicines, EDP-Adult Hospital level. Economic analysis: Levonorgestrel-IUS for menorrhagia, Adult/Tertiary&Quatenary Review, June 2018. https://www.knowledgehub.org.za/ ] 


Price comparison: The comparative prices of the various agents was listed in the 2020 medicine review. This has also been updated, below based on current 2021 tender prices:

Table 2. Price of family planning agents/ 5 years (1825 days):
	Family planning agent
	2020: Pack size Price (ZAR)
	2021: Price/ 1825 days (ZAR)

	LNG-IUD, 19.5 mg (100% of SEP)
	3139.35*
	3139.35*

	LNG-IUD, 19.5 mg (60% of SEP)
	1883.61*
	1883.61*

	LNG-IUD, 52 mg
	905.88**
	905.55***

	LNG-IUD, 52 mg - quotation
	n/a
	R720.36***

	Copper IUCD
	159,99**
	159,58***

	Levonorgestrel/ethinyl estradiol, triphasic tablets
	409,32**
	R423,01***

	Levonorgestrel tablets
	197,49**
	R396,29***

	Levonorgestrel/ethinyl estradiol, monophasic tablets
	189,02**
	R418,45***

	Norethisterone enanthate injection
	782,47**
	R779,54***

	Etonogestrel implant
	374,30**
	R443,02***

	DMPA injection
	334,58**
	R395,42***


* SEP database, December 2020 
**Contract circulars RT283-2017,  HP03-2017CHM/01
*** Contract circulars HP03-2020CHM, HP03-2020CHM/01

The proposed reduced offer for LNG-IUD, 52 mg is R720.36***. This is cheaper than a 5-year course of norethisterone enanthate injection (R779.54).

Low-dose LNG-IUD, 19.5mg: Low-dose LNG-IUD, 19.5mg is smaller and may be more acceptable to adolescents, and more suitable for nulliparous or nulligravid women. The supplier has also been requested to consider a lower price for this preparation.

Training: The importance of training for healthcare workers on the correct insertion and removal of the LNG-IUD, 52 mg was emphasized. And, thus, the Programme needs to be actively involved with supplier support for training to ensure successful implementation. 

Recommendation: The PHC/Adult Hospital Level Committee recommended that the offered price of R720.36 for LNG-IUD, 52 mg as a contraceptive agent be considered for inclusion on the PHC EML; with a caveat that adequate training and training materials be provided by the supplier. The NDoH Women’s Health Directorate to be informed of the inclusion of this agent on the EML with liaison with the supplier regarding respective training. 

The above-mentioned recommendation was initially tabled at the NEMLC meeting of 25 February 2021. However, additional information was requested to inform decision-making:
NEMLC Recommendations:
· Review contraceptive efficacy between the various contraceptive agents.
· Review qualitative evidence of acceptability amongst end-users and healthcare workers.
· Strengthen costing analysis.
A. CONTRACEPTIVE EFFICACY BETWEEN THE VARIOUS CONTRACEPTIVE AGENTS:
Failure rates: The PHC STGs and EML, 2020 edition includes the following information:
	Effectiveness of family planning methods
Rates of unintended pregnancies per 100 women:
	Contraceptive method
	Failure rate in 1st year (%)

	
	Consistent and correct use
	As typically used

	Copper IUCD
	0.6
	0.8

	Progestin-only subdermal implant
	0.05
	0.05

	Progestin-only injectable
	0.3 
	3 

	Progestin-only oral pill (not breastfeeding)
	0.3 
	8

	Progestin-only oral pill (during breast feeding)
	0.5
	1

	Combined oral contraceptive (COC) pill
	0.3 
	3

	Barrier: female condoms
	5
	21

	Barrier: male condoms
	2
	15

	Sterilisation: male – vasectomy
	0.1
	0.15

	Sterilisation: female - tubal ligation
	0.5
	0.5

	No method
	85
	85

	Key:	0-0.9: very effective		10-25: moderately effective
	1-9: effective			26-32: less effective





Level of Evidence: III Low to very low certainty evidence

For LNG-IUD, the failure rate for the first year reported by Trussel et al[footnoteRef:17]: [17:  Trussell J. Contraceptive failure in the United States. Contraception. 2011 May;83(5):397-404. https://pubmed.ncbi.nlm.nih.gov/21477680/] 

	Contraceptive method
	Consistent and correct use
	As typically used

	LNG-IUD
	0.2
	0.2


Table 3. Failure rate for LNG-IUD the first year (Trussel et al)


B. ACCEPTABILITY AMONGST END-USERS AND HEALTHCARE WORKERS:

Local data:
Knowledge and acceptability of IUCDs: Local studies show that there is a low uptake and lack of knowledge on IUCDs:
· A preprint of a systematic review and meta-analysis[footnoteRef:18] assessing the knowledge, attitudes, and perceptions of long-acting reversible contraceptives (LARCs) amongst providers in sub-Saharan Africa showed that only 41% of providers received training on IUCD, whilst 63% expressed a desire for training. However, only 27% considered IUCD appropriate for use in the HIV-infected women; whilst minimum age were imposed by 56% and parity restrictions were observed among 29%. [18:  Laura Rouncivell L, Takuva S, Ledibane N, Musekiwa A, Leong TD. Knowledge, attitudes, and perceptions of long-acting reversible contraceptive (LARC) methods among healthcare workers in sub-Saharan Africa: a systematic review and meta-analysis. medRxiv 2020.10.27.20220434; doi: https://doi.org/10.1101/2020.10.27.20220434 ] 

· A cross-sectional survey[footnoteRef:19] of eight family planning clinics (216 clients and 30 providers) in Cape Town showed low awareness (41%; n=88) and low use of copper IUCD (4%; n=9). Three women were still using this method. Poor knowledge amongst users and providers with providers citing disadvantages of associated infection (47%; n=14) and increased menstrual bleeding (40%; n=12). [19:  van Zijl S, Morroni C, van der Spuy ZM. A survey to assess knowledge and acceptability of the intrauterine device in the Family Planning Services in Cape Town, South Africa. J Fam Plann Reprod Health Care. 2010 Apr;36(2):73–8. https://pubmed.ncbi.nlm.nih.gov/20406549/ ] 

· A cross-sectional study[footnoteRef:20] of pregnant teenagers in the Cape Town metropolitan area (n=314) showed that 76.4% felt their pregnancies had occurred at the “wrong time” but only 12.1% used contraception. 87.3% of participants had knowledge of the injectable hormonal contraception. Generally, contraceptive commonly used were the male condom (33.8%) and injectable contraception (31.2%). 61.1% reported that ease of access was acceptable, whilst 74.2% reported that information on contraception was readily available. [20:  Vollmer LR, van der Spuy ZM. Contraception usage and timing of pregnancy among pregnant teenagers in Cape Town, South Africa. Int J Gynaecol Obstet. 2016 Jun;133(3):334–7. https://pubmed.ncbi.nlm.nih.gov/26895740/ ] 

These studies conclude that there are unnecessary provider-imposed restrictions causing low uptake of IUCDs as a contraceptive option. Ongoing education of clients and providers, as well as strengthening of family-planning services may improve uptake of contraceptives. In a randomized controlled trial in Cape Town comparing the Copper-IUD or the LNG-IUD among women living with HIV, the LNG-IUD had significantly higher continuation during the study (96% for LNG-IUD versus 59% for Copper-IUD), suggesting the LNG-IUD to be a highly acceptable method in this setting if offered.[footnoteRef:21] [21:  Todd CS, Jones HE, Langwenya N, Hoover DR, Chen PL, Petro G, Myer L. Safety and continued use of the levonorgestrel intrauterine system as compared with the copper intrauterine device among women living with HIV in South Africa: A randomized controlled trial. PLoS Med. 2020 May 22;17(5):e1003110. https://pubmed.ncbi.nlm.nih.gov/32442189/  ] 


Global data:
Of note is that in mostly higher-income countries, the satisfaction rate for LNG-IUD as a contraceptive method amongst users were reported to be high:
· Australian survey data from the ACCORd study[footnoteRef:22] showed that: Satisfaction was highest among the LNG‐IUD users; 86% were very/somewhat satisfied compared to 75% of implant users and 61% of oral contraceptive pill users (p<0.001). [22:  Black KI, McGeechan K, Watson CJ, Lucke J, Taft A, McNamee K, Haas M, Peipert JF, Mazza D. Women's satisfaction with and ongoing use of hormonal long-acting methods compared to the oral contraceptive pill: Findings from an Australian general practice cluster randomised trial (ACCORd). Aust N Z J Obstet Gynaecol. 2021 Feb 18. https://pubmed.ncbi.nlm.nih.gov/33599984/ ] 

· A 2020 systematic review of LNG-IUD as a contraceptive amongst nulliparous women (5 studies - United States, Germany, Sweden, Finland, Canada and China)[footnoteRef:23] reported satisfaction rates of LNG-IUD users of greater than 90% (ranging from 76% to 96%) [23:  Zgliczynska M, Kocaj K, Szymusik I, Dutsch-Wicherek MM, Ciebiera M, Kosinska-Kaczynska K. Levonorgestrel-Releasing Intrauterine System as a Contraceptive Method in Nulliparous Women: A Systematic Review. J Clin Med. 2020 Jul 3;9(7). https://pubmed.ncbi.nlm.nih.gov/32635369/ ] 

[image: ]
The global survey data should be interpreted with caution, as this may not be generalisable. Factors such as effective family planning services providing adequate education and training to providers, as well as adequate knowledge translation and counselling to clients in order to make informed choices, with the integration of health services should also be considered and strengthened wherever required.

C. COSTING ANALYSIS:
NEMLC had indicated that the direct medicine price comparison of LNG-IUD to other currently available contraceptive methods[footnoteRef:24] was not sufficient[footnoteRef:25], and the costing of LNG-IUD was further analysed. [24:  As listed in the PHC STGs and EML, 2020 edition. https://www.knowledgehub.org.za/]  [25:  Minutes of the NEMLC meeting of 25 February 2021.] 


· Trussel et al, 2015[footnoteRef:26]: The economic model analysis estimated the average annual cost of no method, four short-acting reversible (SARC) methods (oral contraceptive, ring, patch and injection) and three LARC methods (implant, copper IUCD and LNG-IUD, 52mg) in 1000 women aged 20–29 years, over a 5-year time horizon in the United States. The analysis showed that copper IUD ($304 per women/year) and LNG-IUD 52 mg ($308) were the two least expensive contraceptive methods. Furthermore, LARC methods become cost-neutral in comparison to SARC methods within 3 years of use, and thereafter, continued use of LARC methods was shown to be cost saving. Use of LARC methods > 2.1 years was shown to be less costly than SARC methods despite the high capital layout, in this cohort of patients. [26:  Trussell J, Hassan F, Lowin J, Law A, Filonenko A. Achieving cost-neutrality with long-acting reversible contraceptive methods. Contraception. 2015 Jan;91(1):49–56. https://pubmed.ncbi.nlm.nih.gov/25282161/ 
] 


· Costing analysis: A costing analysis was conducted comparing current LARC methods in South Africa – IUDs, implants and injectables (2 and 3 month) taking direct medicine costs, as well as administration costs into account at primary level of care. As in the Trussel et al study mentioned above, costs if the LARC options are incurred primarily in the first year of initiation but then to decrease over time, and depending on the time horizon, may work out to be less expensive than initial price analysis suggests.
As LNG-IUD is not currently used in the public sector for contraceptive purposes, its main comparator was assumed to be the current IUD, although overall in the population, utilization of IUDs is low. 

Estimating Resource Use 
Resources associated with long-acting, reversible contraceptive options in South Africa includes acquisition costs, health care staff costs associated with the administration and management of technology, and health care costs associated with the management of adverse events. Note that cost associated with the management of adverse events were not included in this costing analysis.

[bookmark: _GoBack]Acquisition costs were sourced from the public sector contracts/tenders and a quote received from manufacturer on the new proposed price of LNG-IUD 52mg.

Healthcare resource use was estimated using District Health Barometer information for cost per PHC headcount.
PHC expenditure per PHC headcount [South African average], 2019/20 = R529, and cost per visit to a community health clinic or centre = R278.73.

The estimated number of 21 visits over 5 years for injectable contraceptive administration was based on the assumption that 3-month injectables are more widely used than 2-month injectables locally. 

Assuming the failure rate remains relatively constant for 5 years of use of each of the products, the overall 5-year failure rates can be determined and used to calculate an estimated additional cost per unwanted pregnancy prevented, of LNG-IUD 52mg versus other comparators.

Summary of medicine acquisition and administration costs are described below, using a time-horizon of 5 years:
	
	Intervention
	Main comparator
	Other long-term contraceptive options

	Time horizon: 5 years

	Contraceptive
	LNG-IUD 52mg 
	Copper IUCD 
	Etonogestrel implant 
	Norethisterone enanthate injection

	Acquisition costs
	R720.36
	R159.58
	R443.02
	R502.32

	Health resource costs 
	R1 114.92
	R1 114.92
	R1 393.65
	R5 853.33

	Total costs
	R1 835.28
	R1 274.50
	R1 836.67
	R6 355.65

	Average cost per year
	R367
	R254,9
	367.33
	R1271.13

	Failure rate in the 1st year (as typically used)
	0.2%
	0.8%
	0.05%
	
3%

	Estimated failure rates over 5 years
	3.36%
	3.94%
	0.25%
	
14.13%

	Cost per additional pregnancy prevented over 5 years
	N/A
	R9514.9
	R -44.76 (Implanon® more cost effective)
	Injection Dominated – more expensive and least effective 


Table 4. Total costs associated with LNG-IUD and comparator(s)

Administering LNG-IUD 52mg instead of a Copper IUCD (most relevant comparator) will result in an R560.78 increase in cost per patient over a five-year time horizon. 

LNG-IUD is slightly more efficacious than the Copper IUD, however the difference is relatively small. The additional cost per pregnancy avoided for LNG-IUD versus IUD in 5 years is about R9500. LNG-IUD dominates the injectable option, however factors driving patients to select progestin-only implants and injectables as contraceptive methods might influence the utilization of the different modalities.  

This analysis does not take into account discontinuation rates – which may render long-term methods relatively more expensive. 

D: OTHER MATTERS
· Drug-interactions with antiretroviral drugs: A recent double-masked, randomized controlled non-inferiority trial from South Africa[footnoteRef:27] investigated the risk of HIV transmission (by measuring genital tract viral load) between women on LNG-IUD vs Copper IUD. The LNG-IUD arm showed low levels of contraceptive failure, less anaemia (mean relative change in haemoglobin over 24 months 0.71 (95% CI 0.47 to 0.95;p=<0.001) and no increase in vaginal viral load. Additionally, the LNG group had less menorrhagia (5% vs 28.6% in the copper IUD group) and 48.5% of the LNG users had amenorrhea (11% in the copper IUD group). This makes the LNG-IUD an acceptable option for women living with HIV, as apart from the contraceptive benefits, there is a decreased risk for HIV transmission (lower genital viral load and less exposure to vaginal bleeding).  [27:  Todd CS, Jones HE, Langwenya N, Hoover DR, Chen PL, Petro G, Myer L. Safety and continued use of the levonorgestrel intrauterine system as compared with the copper intrauterine device among women living with HIV in South Africa: A randomized controlled trial. PLoS Med. 2020 May 22;17(5):e1003110. https://pubmed.ncbi.nlm.nih.gov/32442189/ ] 


The following STG was developed for inclusion to the PHC family planning chapter, based on the NEMLC-approved medicine reviews for LNG-IUD, 56mg and low-dose LNG-IUD, 16 mg; and the WHO Family planning global handbook for providers, 2018[footnoteRef:28] [28:  World Health Organization Department of Reproductive Health and Research (WHO/RHR) and Johns Hopkins Bloomberg School of Public Health/Center for Communication Programs (CCP), Knowledge for Health Project. Family Planning: A Global Handbook for Providers (2018 update). Baltimore and Geneva: CCP and WHO, 2018. https://www.who.int/reproductivehealth/publications/fp-global-handbook/en/ ] 

	[bookmark: _Toc66085695]7.2.2 Levonorgestrel intra-uterine system (LNG-IUD)
Z30.0/Z30.4/Z30.8

Dual protection with barrier methods is recommended to reduce the risk of STIs including HIV.
The LNG-IUD is an effective, safe, reversible long-term contraceptive method requiring no patient effort to adhere to the method, has minimal hormonal adverse effects and is not prone to drug interactions.
· Progestin-only intrauterine device, e.g.:
· Levonorgestrel, intrauterine device, 52 mg.
HIV infection is NOT a contra-indication to the use of an LNG-IUD.
The LNG-IUD is a T-shaped plastic device that steadily releases a small amount of levonorgestrel every day. It has the added benefit of reducing menstrual cramping and heavy menstrual bleeding. It  can be inserted by specially trained heath care professionals, any time during the menstrual cycle once pregnancy has been excluded (by clinical history or with a pregnancy test if required). Insertion at menstruation may be easier for the patient resulting in less discomfort and spotting. For use by women of any age, regardless if they had children before. 
LNG-IUD may be inserted immediately postpartum or post miscarriage (within 48 hours) providing that no contra-indications are present (chorioamnionitis, ruptured membranes for more than 18 hours or postpartum haemorrhage). A provider requires specific training in postpartum insertion by hand or using a ring forceps.
Counsel women to return if they experience complications (excessive bleeding, excessive pain, fever or foul smelling discharge).
LNG-IUD may also be inserted at 4 or more weeks postpartum. 
Advise the patient when to return:
· Expulsion of LNG-IUD or if strings of the LNG-IUD protrude.
· Complications (see below).
· Routine follow-up after 3–6 weeks.
LNG-IUD is not recommended for women with acute venous thromboembolism, severe liver cirrhosis, active pelvic inflammatory disease (PID), purulent cervicitis, unexplained uterine bleeding, cervical- breast- ovarian- or endometrial cancers or other uterine abnormalities.
For mild pain and discomfort after insertion: 
· Ibuprofen, oral, 400 mg 8 hourly with or after a meal as needed for up to 3 days.

REFERRAL
· Excessive pain or bleeding after insertion.
· Signs of infection within 7 days of insertion (e.g. fever, abdominal pain and/or foul-smelling discharge).
· Abnormal bleeding for > 3 months.


Level of Evidence: I Moderate to high certainty evidence
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	NEMLC MEETING OF 25 MARCH 2021: 

The NEMLC accepted the PHC/Adult Hospital Level Committee’s proposal to include the LNG-IUD on the PHC EML as a contraceptive at the proposed reduced price, with the following amendments:
· Use with concomitant anticoagulants: The WHO Medical Eligibility criteria for concomitant use of anticoagulants is category 2, where there is generally use of LNG-IUD with anticoagulants. 
Recommendation: Remove the contra-indication of patients with veno-thromboembolism on chronic anticoagulants from the STG.

· Use in the HIV-infected: LNG-IUS is not contra-indicated in those with WHO Stage 3 or 4 (severe or advanced HIV clinical disease). The WHO Medical Eligibility criteria category is 3, where use of the method is not usually recommended unless other, more appropriate methods are not available or acceptable. A local blinded RCT showed that LNG-IUD compared to copper IUD arm amongst HIV-infected women, showed low levels of contraceptive failure, less anaemia, no increase in vaginal viral load, less menorrhagia and a decreased risk for HIV transmission (see details above).
Recommendation: Caution box amendment as follows:
	HIV infection is NOT a contra-indication to the use of an LNG-IUS, but it is not advised for women with severe or advanced clinical HIV disease



· Nomenclature: Nomenclature for LNG-IUS to be corrected to LNG-IUD throughout the STG.
Recommendation: Nomenclature of LNG-IUD aligned with the WHO Medical Eligibility criteria, 2015 edition.

· Other considerations: i) Discontinuation rates - The Provinces to monitor discontinuation rates of LNG-IUD as a contraceptive; ii) Training – the NDoH Programme to support with the training and implementation of the LNG-IUD contraceptive.
Recommendation: Monitoring of discontinuation rates (by Provinces) and implementation with adequate training (NDoH Programme) is required.




NEMLC report_PHCh7_FamilyPlanning-LNG-IUD_STG_R4C_25March2021			     6

image2.tmp
Table 4. Satisfaction rates.

Authors & Year ___ Assessment Time Satisfaction Rate Other
Suhonen et al. 2004 [45] Tstyear 90% ‘moderately’to very good 8% would like to continue
9% rather satisfied’ (31%) to'very satisfied’ (62%)at 867 would recommend to a friend;
Remeretal. 2009 142) Various various times 7% would like to continue
76% very satisfied” or ‘satisfied’,
10% meither satisfed o dissatisfied’;
Marions etal 011[39]  12-16weeks e o
9% data missing
34 months 92% very satisfied’or ‘rther satisfied”
Zhaoetal. 2014 (2] Tst year 85% ‘very satisfed” or ‘rather satisfied”
ING1US 8 73% would like
Gemzell-Danielssonet al, . LNG-1US 8:94% ‘very satisfed! or somewhat satsfied’ to continue
2015 [35] year LNG-IUS 13-96% ‘very satisfied’ or ‘somewhat satisfied” LNG-IUS 13-80% would like
to continue

‘Abbreviations: LNG-IUS: levonorgestrel-releasing intrauterine system.

Itis worth mentioning that Suhonen et al. reported that significantly more LNG-IUS users wanted
to continue the method after the study than in case of OC group (88% vs. 68%) [45]. Marions et al.
also noted that the satisfaction rate was better in the youngest age group (< 20 years) than in the oldest
studied group (2 31 years; 75% and 59%, respectively) [39].
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affordable medicines .pdf
TO: Affordable Medicine Directorate
Essential Medicine List Committee
National Department of Health
Civitas building
Pretoria.

Attention: Ms Trudy Leong
RE: New price proposal for Mirena® LNG-IUS (Levonorgestrel-releasing intra-
uterine system) for Inclusion of contraceptive.
Registered indications:
1. Contraception
2. Endometrial Protection during estrogen replacement therapy
3. Idiopathic menorrhagia

Bayer (Pty) Ltd has taken the initiative to review the current Tender price following the
NEMLC review dated 13 April 2013, in which the commitiee did not support the inclusion of
Mirena® LNG-IUS on the Primary Health Care Standard Treatment Guidelines (STG)
and Essential Medicines List (EML) on the basis of the greater cost of LNG-20 IUS.
There is a definite need for LARC's (Long Acting Reversible Contraceptives) in the Public
Sector.

We do understand the current challenges that are experienced at the Public Sector
facilities and within the Uninsured population as mentioned below:
1. Limitations on contraceptive options
2. Supply challenges on all contraceptives
3. Limited access to Primary Health facilities due to the Coved 19 pandemic
4. Increase in the Termination of Pregnancy (TOP)across all age groups.
5. Lack of multidisciplinary approach to increase coniracepiive use in HIV
positive women due to HCP challenges at the respective facilities.

6. Drug to drug interactions with enzyme inducing drugs in the treatment of
Tuberculosis; Epilepsy and HIV.

7. Impact on educational and career pathways of the women of South Africa

All the above creates an astronomical financial burden on the State.
Therefore, your consideration for the inclusion of Mirena® LNG-IUS for contraceptive on

the STG and EML will give Bayer (Pty) Ltd the opportunity to offer NDoH the new
reduced price.

R905.05
R720.36

Current tender price:
New proposed price

We thank you for your time in this review.
Yours faithfully,

C’-/E\roj

Bayer (Ptyh_y‘
Colin Tyrer
Country Divisional Head PH Southern Africa

-

5 February 2021

Bayer (Pty) Ltd
Reg No: 1968/011192/07

27 Wrench Road

Isando, 1601, South Africa
P O Box 143

Isando, 1600, South Africa
Tel: +27 (0) 11921 5911
Fax: +27 (0) 11 921 5766

www.bayer.co.za

Directors:

Dr K Eckstein'(Chief
Executive)

R A lacone?®
(*German, *Brazilian)






