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Essential Medicines

Guiding principle: A limited range of carefully selected 

essential medicines leads to better health care, better 

medicines management, and lower costs

Definition: Essential medicines are those that satisfy the 

priority health care needs of the population
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EML criteria (EB 109/8, 2001)

 Disease burden and public health need/relevance

 Sound and adequate data on the efficacy (on relevant 

outcomes), safety and comparative cost-effectiveness
– “Absolute cost of the treatment will not constitute a reason to exclude a 

medicine from the Model List that otherwise meets the stated selected criteria” 

– “Affordability changed from a precondition into a consequence of the selection” 

(Hogerzeil, BMJ, 2004) 

 WHO (good) management and oversight of CoIs

 Other considerations: regulatory status (off-label), availability, guidelines
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A quotation

• In 1977, the World Health Organization (WHO) published the first Model 

List of Essential Medicines (Essential Medicines List, EML). The EML 

assisted health authorities in selecting products for primary health care. 

• It introduced the idea that some medicines are more 

important than others. 

• Many later considered the first EML ‘a revolution in public health’.

‘t Hoen EFM., et al

A quiet revolution in global public health: 

The World Health Organization’s Prequalification of Medicines Programme

Journal of Public Health Policy, 2014
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… 38 years of EML

1977 1st Model list published, 208 active substances

- List revised every two years by WHO Expert Committee

- 2002 Revised procedures approved by WHO (EB109/8, 2001)

2015 EML update (April 2015): 416 medicines

 EML Adult: 416 medicines

 Core List: 293

– FDC’s on core list: 26

 Complementary list: 114

 EMLc Children: 289 medicines

 Core list: 207

– FDC’s on core list: 11 

 Complementary list: 76
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What is EML useful for … as a Model List

 National EMLs & reimbursement agencies/decisions



WHO 2015 update

Cancer medicines, HepC, TB and some rejections

Somehow a repositioning?
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EML 2015:

77 applications and a few big challenges

 Cancer drugs: a large comprehensive review was 

commissioned (29 applications)

 New highly effective HCV drugs (new direct antiviral, single 

agents and combinations, IFN free regimens)

 MDR-TB drugs (4) and 1 for TB prophylaxis

 Rejections: New oral anticoagulants (NOACs), polypill, 

ranibizumab
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WHO EML 2015:

Comprehensive Cancer updates 

A very selective approach



Low Medium High

INCIDENCE OF DISEASE

TREATMENT 

GOAL

Cure or “near 

cure”

Relevant 

prolongation of 

survival

Palliation of 

symptoms with 

small benefit in 

survival

Leukemia and 

Lymphomas in 

Children and Adults

Early-Stage  

Breast Cancer

CML Early-Stage Colon 

Cancer

Testicular and ovarian 

germ cell tumors 

Stage III Ovarian 

Cancer

Metastatic Breast 

Cancer

HIGH 

PRIORITY

Metastatic 

Pancreatic Cancer

Metastatic 

Lung Cancer

LOWEST 

PRIORITY

GIST

Metastatic Prostate  

Cancer

Metastatic 

Bladder Cancer

LOW PRIORITY

Slide credit: Dr. Gilberto Lopes

Methodology to Develop Proposal for Revisions

GTN



Diseases Addressed

ADULT CANCERS
PEDIATRIC
CANCERS

AML and APL (adult+ped) GTN ALL

CLL Head and neck cancer Burkitt lymphoma

CML Hodgkin lymphoma Ewing sarcoma

DLBCL Kaposi sarcoma Hodgkin lymphoma

Early stage breast cancer Metastatic breast cancer Osteosarcoma

Early stage cervical cancer Metastatic colorectal cancer Retinoblastoma

Early stage colon cancer Metastatic prostate cancer Rabdomyosarcoma

Early stage rectal cancer Nasopharyngeal cancer Wilms tumor

Epithelial ovarian cancer Non-small cell lung cancer

Follicular lymphoma Ovarian germ cell tumors (adult+ped.)

GIST Testicular germ cell tumors 
(adult+ped)
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EML cancer update template: 

large B cell lymphoma

 A highly effective regimen CHOP: 55% cure rates

 Adding rituximab: 70% cure rates (15% absolute benefit)
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New EML cancer medicines main criterion: 

magnitude of absolute benefits

 Imatinib: vast majority of patients in remission at 7 yrs

 Rituximab (large B cell lymphomas): 15% absolute 

increase in survival rates (from 50-55% to 70%)

 Trastuzumab: early stage breast cancer: up to 13% 

increase in survival in high risk women (from 37% to 50% 

survival rates at 3-6 yrs)

 Same approach (using absolute efficacy estimates) 

applied to all proposed regimens



Essential Medicines List: Concept and Procedures16 |

Cancer update 2015: a selective investment
green: additions, red: rejections, yellow: next EC
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EML comprehensive cancer review:

methodology

 The cancer WG and the WHO Expert Committee used 

magnitude of clinical benefits to select medicines and regimes 

though they did not endorse an explicit threshold

 Some medicines included in EML are cost effective AND 

unaffordable: this will require new actions to increase access

 Next step: hot to involve more the research community and 

the regulatory/reimbursment agencies in this discussion
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WHO EML 2015

New Hepatitis C medicines (DAA)

An inclusive approach 
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EML 2015 - New HepC medicines

 The Committee recommended the addition of six oral direct-acting antiviral 

agents for hepatitis C, including 

 The recommendations for inclusions were based on the comparative 

efficacy, increased tolerability and the potential public health impact

 The very high cost of hepatitis C medicines was considered and the 

Committee recommended WHO to take actions at global level to make 

these medicines more accessible and affordable.

Sofosbuvir ledipasvir + sofosbuvir

Simeprevir Daclatasvir

ombitasvir + paritaprevir + ritonavir  ± dasabuvir



EML evidence synthesis:
a good example

Application prepared by Andrew Hill, Liverpool, UK



How to 
present all
available 
evidence:

phase 3 trials

… how to be 

more 

comparative?



What evidence synthesis and overall appraisal 
do we really need?



Important:
ongoing trials

Important for the EC 

to have the “big 

picture” for its final 

recommendations, 

…

including the status 

of independent 

research and of 

head-to-head 

comparisons
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EML 2015: 

what’s specific about HepC drugs?

 “Inclusion on the EML of all DAAs proposed in the applications 

aims at 

– promoting competition among available alternatives and 

– allowing for the selection of optimal combination treatment 

regimens, which may or may not be existing fixed-dose combinations.” 

 Given the challenges of using existing diagnostic tests, highly effective, pan-

genotypic treatment strategies should become the focus of a global approach and a 

priority for independent research, with clinical trials directly comparing 

various DAA combinations. 

 The Committee also recommended that WHO continue to work on existing 

approaches to managing prices and evaluate alternative strategies to improve 

affordability and access
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EML 2015: some rejections

 Polypill for secondary CV prevention (lack of meaningful 

benefits, not clear if we were recommending a product or a concept 

and what were the combinations and the recommended doses)

 NOACs (marginal benefits over warfarin, lack of antidote, doubts on 

monitoring)

 Ranibizumab intravitreal for age-related macular 

degeneration and diabetic macular edema (substantial 

overlapping with bevacizumab and risk of reducing access to the 

inexpensive off label bevacizumab)
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EML 2015 update: implications

 The Expert Committee recommended an engagement with 

all stakeholders to discuss thresholds for a relevant clinical 

benefit and for cost-effectiveness

 Existing policy options do not seem to be sufficient to 

ensure global access to Essential Medicines

 The approach adopted by the Expert Committee was the 

application of existing criteria together with important 

considerations in order to facilitate access to essential 

medicines


