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Learning Objectives

1) To assess the different presentations of chronic lymphocytic leukaemia (CLL) in
Africans in relation to
1) prevalence
2) geographical location,
) age at diagnosis,
) sex distribution,
) clinical features,
)
7)

~NOoO O, WN

staging systems, and
laboratory investigations.

2) To evaluate the different outcomes of the treatment of CLL in Africans in relation to

1) treatment environment,
2) protocol/regimen,

3) survival (0S),

4) complications, and

5) prognostic indicators.



Introduction

* Chronic lymphocytic leukaemia (CLL) is a complex disease with
variable presentation and response to therapy.

* Although CLL is the most common type of leukaemia in Western
populations, it is rare in Africans.

* For this review, a literature matrix of the abstracts and full texts
related to CLL in Africans was made.
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Figure 1: 58 African Countries

African Population by
- Country (Top 9), 2017

Nigeria (193m; 15.38%)
Ethiopia (99.4m; 8.37%)
Egypt (97m; 7.65%)
Democratic Republic of the
Congo (86m; 6.57%)
South Africa (55m; 4.55%)
Tanzania (51m; 4.47%)
Kenya (3.88%)
Sudan (3.38%)
Algeria (3.36%)
Other (42.39%)
TOTAL POPULATION 1.25b
Wikipaedia
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Literature Review

* Fourteen abstracts/full texts from African countries (1984 to 2017)
were included in this review:
= Senegal,
= |lvory Coast,
= Nigeria (7),
= Cameroon (a case report),
= Kenya (comparative),
= Algeria (comparative),
= Uganda/UK (comparative; CLL-phenotype MBL); and
= Zimbabwe.

* Five comparative articles from America (2011 to 2016).
* There were missing data in every article reviewed.
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Table 1: Literature Matrix
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Table 2: Clinical Features at Presentation

Features

Number of patients 1 - 1210 (palietal., 2015) 68 - 4114 (Nabhan et al., 2016)

Prevalence/Incidence < 0.66/100,000 (palietal, 20157 <1 - 5.5/100,000 (wHo)

Median Age (yrs) at 56 - 67 (29-98) 59 - 71 (26-94)

diagnosis (range)

Male: Female ratio 0.8: 6 - 3.44: 1 (variable) Male preponderance (1.8 -

2.5:1)

Clinical features 1 LN, Splenomegaly, Anaemia, Fewer LN, splenomegaly,
more B symptoms fewer B symptoms

Stage at diagnosis Binet Band C; Rai2to 4 Binet A and B; Rai 2
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Laboratory Investigations

* Africans have been found to have
= Higher lymphocyte counts in the peripheral blood (pali et al., 2015);
= [ower median haemoglobin levels;
= higher beta,-microglobulin (B,-m) levels;
= Higher LDH; (Nabhan et al., 2016)
= unmutated IGHV gene (65% versus 47%);
= ZAP70 expression (8% versus 32%); and
= chromosome 17p or 11q deletion (28% versus 17%), (Falchi et al., 2013)
= similar for 13914, tri 12, 119 and 17p (Nabhan et al., 2016)

= Immunophenotyping characteristics CD5, CD23, FMC7, CD22 are similar (Nabhan et
al., 2016)

= Screening for common viral infections HIV, HBV, HCV were negative in majority of
patients. (salawu et al., 2010; Rawstron et al., 2017)
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Figure 2: Cytogenetic Abnormalities in CLL
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Management of CLL in African
Patients
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Treatment Modalities

* Watchful waiting (28.7%; salawu et al., 2010)

* Chlorambucil

 CVP

« CHOP

* Fludarabine (expensive)

* FCR (similar response; raichietal., 2013) (€Xpensive)

* Ibrutinib X not available

International Workshop on CLL
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Outcomes of Treatment

* Some studies found no difference in the outcome and OS between African and
non-African patients (aikabit et al., 2016; Sall et al., 2016; Nabhan et al., 2016)

* A study showed that African American patients had a markedly shorter median
time to first therapy (14.3 months versus 57.2 months) than non-African
Q%Pents. (Falchi et al., 2013) HOwever, a study from Senegal (sall et al,, 2016) reported no

ifference.

 African American patients had a significantly shorter median event-free
survival (36 months versus 61 months; P = 0.007) despite having similar
overall response rates. (shenoy et al., 2011 Falchi et al., 2013)

* 2-year survival for African patients was variable at 27.2% and 75% omoti et al.,
2007and Salawu et al., 2010 respectively.

* 5-yr survival was 63.9 vs 77.1% for African and non-African patients
respectively. (shenoyetal., 2011

* Overall survival (152 months versus not reached, P = 0.0001) recniecar 2015

International Workshop on CLL
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Risk Factors

e Largely unknown. Many patients do not have any noticeable factor and
very few have a family history.

* A report observed similarity between Africans and non-Africans. (aiatib etal.,
2016)

* The following factors have been suggested:
= Social economic strata (SES) (Williams 1984; Fleming 1990 ; Okpala and Okpala 1992; Salawu et al., 2010; Omoti et al., 2012)
= Malaria (Fleming, 1990)
= Pregnancy (reming 1990)
= Farming (aietal, 2015)
" Immune SUppression (reming, 1990)
= Exposure to petro-chemicals omotietal, 2012)

e SNPs have been studied with diverse results of racial differences found.
(Coombs et al., 2012; Rawstron et al., 2017)
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Can Animals have CLL?
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Can animals have CLL?

* Yes.

 Haematologic malignancies has been reported in domestic animals, (Gabor
etal. 1998; Harrison et al. 2010) bUt reports of non-domestic animals are rare.

* A case report of a 15-year old female African lion (Panthera leo) in the
Zoological Gardens of Pistoia, Tuscany, Italy. weolietal., 2018).

* The lion presented with malaise, dyspnoea, tremors and pale mucous
membranes.

* She had ataxia for two days prior to death.
 CBC showed anaemia, thrombocytopaenia and severe lymphocytosis.

International Workshop on CLL
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The African Lion with CLL

* At autopsy, the most significant observation was
massive splenomegaly.

* Histologically, the spleen, liver, heart, pancreas,
kidney and lungs were diffusely infiltrated by

malignant lymphocytes, which were positive for
CD79a and negative for CD3 on

immunohistochemistry.
* These features are consistent with B-cell
lymphocytes and a diagnosis of CLL was made.

WCLLO
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Summary

1) At presentatlon Africans with CLL

have a lower prevalence/incidence than non-Africans;

have diverse presentations no matter their geographical location;
have a more aggressive disease;

Male to female ratio is variable, but they are more likely to be female especially
below the age of bb years;

e. Present late (Binet B and C stages);
f. have higher LDH levels; and
g. have variable cytogenetic and molecular abnormalities.

opoTo

Desrlnte similar treatment conditions as non-Africans, African patients respond
poorly,

u

a

b. survival of Africans is less than 75% at two years;

c. ZAP70, a marker of poor prognosis, occurs more frequently in African patients; and
d. CLL in Africans may transform in about 5% of cases.
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Transformation??: African in Dressing, but Genetically non-African

These are non-
African students
are learning
Yoruba language
at the University
of Wisconsin,
USA.
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Thank you for your attention.
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