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Guidelines for sub-Saharan Africa: a call for evidence
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To address the increasing cancer burden in sub-Saharan Africa, in November, 2017, at

the African Organization for Research and Training in Cancer conference in Rwanda, the
National Comprehensive Cancer Network (NCCN) and African Cancer Coalition released
the first Harmonized Guidelines for sub-Saharan Africa. Although the guidelines provide an
excellent opportunity to improve cancer care in this region, they also require region-specific
evidence to inform them.

In high-income countries, NCCN guidelines have been widely used to improve and
standardise cancer care. Guidelines are used frequently by 77% of medical oncologists

in the USA,1 and NCCN reports that approximately half of registered guideline users

reside outside the USA. Concordance of cancer care with guideline recommendations has
been associated with improved outcomes.? Use of NCCN guidelines and their effectiveness
in improving outcomes depend on a strong evidence base. As of 2011, 89% of NCCN
guideline recommendations were based on category 1 evidence (high level of evidence, such
as randomised controlled trials with uniform consensus) or category 2A evidence (lower
level of evidence with uniform consensus).3

However, cancer care in sub-Saharan Africa is radically different enough to cancer care

in resource-rich settings to warrant caution when applying clinical trial data. One key
difference is the high prevalence of HIV among patients with cancer in sub-Saharan Africa,
which ranges from 30 to 80% across the region.* Inclusion of patients with HIV in clinical
trials in the USA and Europe historically has been low, and epidemiological studies of
patients with cancer and HIV have often identifed worse outcomes compared with patients
with cancer who are not infected with HIV.> Conversely, prospective trials have shown
similar outcomes in patients with or without HIV,® although data are scarce or absent

for many specific tumour types and treatments. Clarifying the effects of HIV on cancer
outcomes remains an important priority for cancer research, even for patients with a cancer
type that has no increased risk conferred by HIV—eg, breast cancer.

HIV care in sub-Saharan Africa also provides a valuable illustration of the need for region-
specific data. HIV treatment guidelines developed for resource-rich settings recommend
stopping co-trimoxazole Prneumocystis prophylaxis when a patient’s CD4 count is greater
than 200 cells per mm3 for 3 months. However, trials from sub-Saharan Africa showed
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an increase in mortality if co-trimoxazole treatment was stopped, largely due to increased
malaria and bacterial infections.”:8 These unanticipated findings led WHO to recommend
continuous co-trimoxazole for all patients living with HIV in sub-Saharan Africa regardless
of CD4 count—a perfect instance where clinical evidence from different parts of the world
led to opposite guideline recommendations.

Another caveat to extrapolating guidelines from resource-rich settings to sub-Saharan Africa
is the general absence of cancer care infrastructure. For example, Burkitt’s lymphoma is

one of the most common paediatric cancers in sub-Saharan Africa. In resource-rich settings,
intensive, multiagent chemotherapy has led to lifelong cure rates of over 90%.° However,
when modified regimens have been used in sub-Saharan Africa, survival has ranged from
30-60%.10 These differences are influenced by late presentation and underlying biology,

but weak supportive care also contributes to low survival rates. High-dose methotrexate

is an integral component of treatment for Burkitt’s lymphoma in resource-rich settings,

but it can lead to severe bone marrow and liver toxicity if not administered safely. If a

health system cannot complete the necessary steps to deliver methotrexate safely (urinary
alkalinzation, folinic acid administration, methotrexate level monitoring), as many health
systems cannot in sub-Saharan Africa, other protocols should be prospectively tested.
Alternatively, methotrexate-free regimens might be preferred. However, trial data that are
specific to sub-Saharan Africa are urgently needed to prevent deaths from this highly curable
cancer in young Africans.

Guidelines drawing on robust clinical trial data from sub-Saharan Africa will give providers
confidence to provide the best care possible, even in resource-limited settings. The WHO
consolidated guidelines for HIV are an excellent, established model that provide regularly
updated, evidence-based recommendations that can be adapted to formulate country-specific
guidelines based on high-quality data from sub-Saharan Africa. The NCCN and African
Cancer Coalition Harmonized Guidelines can be a similar resource for cancer control in this
region. However, to take optimal advantage of the opportunity presented by these guidelines,
the cancer community in sub-Saharan Africa must recommit itself to generating the level of
high-grade evidence needed. We echo the view from the last line of each page of each of the
NCCN guidelines to encourages patients from sub-Saharan Africa to participate in clinical
trials, especially at a time when this extremely welcome initiative is launched.
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