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Round	  table	  programme	  update:	  

Cryptococcosis	  	  
Preven&ng	  a	  Deadly	  Fungal	  Disease	  

Time	   Title	   Speaker	  
17:30-‐17:45	   Diagnosis	  of	  Cryptococcus:	  From	  the	  

lab	  to	  the	  field	  
Dr.	  Nelesh	  Govender	  (NICD)	  

17:45-‐18:05	   Lateral	  flow	  assay	  demonstra@on	   Sean	  Bauman	  (Immy)	  

18:05-‐18:20	   The	  South	  African	  Screening	  
program	  

Dr.	  Samuel	  Oladoyinbo	  (CDC	  South	  Africa)	  
Dr.	  Thapelo	  Maotoe	  (USAID	  South	  Africa)	  

18:20-‐18:35	   Clinical	  management	   Graeme	  Meintjes	  (University	  of	  Cape	  Town)	  

18:35-‐18:50	   Cryptococcal	  screening	  in	  Uganda	   David	  Meya	  (Makerere	  University)	  
David	  Boulware	  (University	  of	  Minnesota)	  

18:50-‐19:00	   Q&A	   All	  



	  
Diagnosis	  of	  Cryptococcus:	  From	  

the	  lab	  to	  the	  field	  
	  Nelesh	  Govender	  

Na@onal	  Ins@tute	  for	  Communicable	  Diseases	  and	  
University	  of	  the	  Witwatersrand,	  Johannesburg	  	  



Estimated causes of death in sub-Saharan Africa, 
excluding HIV, 2009 

Death	  from	  cryptococcal	  meningi@s	  in	  	  
sub-‐Saharan	  Africa	  



Pathogenesis	  of	  disease	  



How	  cryptococcal	  screening	  works	  
•  Iden&fy	  HIV-‐infected	  pa&ents	  with	  CD4<100	  	  
•  Test	  for	  cryptococcal	  an&genaemia	  before	  symptom	  onset	  
•  Treat	  with	  oral	  fluconazole	  
•  Prevent	  cryptococcal	  meningi&s	  and	  deaths	  

    

Pre-‐emp&ve	  
fluconazole 

CrAg+	  
No	  symptoms	  

Cryptococcal	  	  
meningi&s	  



Conven@onal	  diagnos@c	  tests	  



Expanded	  range	  of	  diagnos@c	  tests	  
WHO	  ASSURED	  
criteria	  

India	  ink	   Culture	   LA	   LFA	   EIA	  

Affordable	   +	   ++++	   +++	   ++	   ++++	  

Sensi@ve	   73%	  -‐	  94%	   Reference	   90%	  -‐	  100%	   98%	  -‐	  100%	   93%	  -‐	  100%	  

Specific	   95%	  -‐	  100%	   Reference	   83%	  -‐100%	   95%	  -‐	  100%	  
	  

93%	  -‐	  100%	  

User-‐friendly	   +++	   ++	   ++	   ++++	   +	  

Rapid	  and	  robust	   5	  min	   Days	  	   35	  min	   10	  min	   Hours	  

Equipment-‐free	   +++	   +	   ++	   ++++	   +	  

Delivered	  	   +++	   +	   ++	   ++++	   ++	  

WHO	  Rapid	  Advice	  Guidelines.	  December	  2011.	  	  



Cryptococcal	  lateral	  flow	  assay	  

Sean	  Bauman,	  IMMY	  



LFA	  performance	  as	  a	  diagnos@c	  test	  

Thokozile	  Gloria	  Zulu	  –	  FRIDAY,	  7	  NOVEMBER	  



A	  comprehensive	  screening	  
programme	  

•  Who	  should	  be	  screened	  and	  
where?	  	  

•  Develop	  clinical	  algorithm	  	  
•  Integrate	  screening	  into	  ART	  and	  

TB	  programmes	  
•  Train	  healthcare	  personnel	  
•  Educate	  pa&ents	  
•  Perform	  monitoring	  and	  

evalua&on	  to	  determine	  
effec&veness	  





1.	   	  REFLEX	  LABORATORY	  SCREENING	  
SCREENING	  STRATEGIES	  



NHLS	  CD4	  lab	  footprint	  



Reflex	  Laboratory	  Screening	  





NHLS-‐CMJAH	  CD4	  lab	  node	  and	  25	  facili@es	  



2.	   	  CLINICIAN-‐INITIATED	  LABORATORY	  
	  SCREENING	  

SCREENING	  STRATEGIES	  





3.	   	  CLINICIAN-‐INITIATED	  POINT-‐OF-‐
	  CARE	  SCREENING	  

SCREENING	  STRATEGIES	  



Point-‐of-‐care	  tes@ng	  
•  LFA	  is	  being	  validated	  for	  use	  in	  whole	  blood	  and/or	  urine	  

–  Diagnos&c	  test	  	  for	  meningi&s	  (n=295)	  
•  Whole	  blood:	  99%	  sensi&ve;	  100%	  specific	  
•  Urine:	  95%	  sensi&ve;	  100%	  specific	  

–  Screening	  	  
•  100%	  correla&on	  with	  whole	  blood	  and	  plasma	  in	  CD4	  lab	  	  
•  Finger	  prick	  whole	  blood	  tes&ng	  underway	  for	  screening	  

•  Could	  occur	  in	  combina&on	  with	  POC	  CD4	  tes&ng	  or	  with	  clinical	  
WHO	  staging	  in	  sejngs	  where	  POC	  CD4	  tes&ng	  is	  not	  available	  

•  CrAg-‐posi&ve	  pa&ents	  s&ll	  need	  referral	  for	  LP	  
•  Advantage:	  minimises	  pa&ent	  loss	  to	  follow-‐up	  and	  treatment	  

delays	  
•  Disadvantage:	  lack	  of	  quality	  control,	  requires	  clinician	  awareness	  	  



Summary	  

•  Screening	  can	  detect	  cryptococcal	  disease	  
earlier	  and	  prevent	  deaths	  

•  The	  simple,	  quick	  and	  accurate	  lateral	  flow	  
assay	  expands	  the	  number	  of	  implementa&on	  
strategies	  for	  screening	  

•  The	  choice	  of	  screening	  strategy	  depends	  on	  
infrastructure,	  clinician	  prac&ces	  and	  ability	  to	  
train	  	  	  
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