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Use	of	methylation	markers	...	

...	FOR	THE	TRIAGE	OF	HPV	POSITIVE	WOMEN	AND/OR	WOMEN	WITH			
UNCLEAR	CYTOLOGY	

DNA of a cancer cell containing 
epigenetic modifications 

DNA of a normal cell 

Samples:		
cervical	scrapes	/	frozen	tissue	

DNA	Isolation	

Bisulfit	treatment	

MS-PCR		
(SybrGreen,	single-plex)	
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GynTect®	–	performance	on	tissue	

GynTect	marker	tested	on	tissue	samples,	confirmed	by	histopathology	



GynTect®	–	1st	trial	
Patients	from	colposcopy	clinic	Jena:	

Bisulfite	treatment	of		
659	HPV+	patients	

Histopathology	confirmation	(gold	standard)		
217	HPV+	patients	

<30	yrs:	114	
no	CIN:	51	
CIN1:	18	
CIN2:	29	
CIN3:	14	
CxCa:	2	

≥30	yrs:	104	
no	CIN:	54	
CIN1:	10	
CIN2:	13	
CIN3:	9	
CxCa:	17	

GynTect	marker	analysis	of	
574	patients	

Poor	DNA	quality:	85		

No	histopathology:	357	



Performance	for	all	women	

GynTect®	–	1st	trial	



Performance	for	women	>30	years	of	age	

GynTect®	–	1st	trial	



Diagnostic	performance	

Sensitivity	and	specificity	in	1st	trial	

Positive	test	result	if	2	of	5	markers	are	methylated;		
p-values:	comparing	test	performance	by	age	group	refer	to	Fisher	exact	test.	



Projection	of	diagnostic	performance	for	a	screening	population*	
(>30	years	of	age)	

*Schneider A, Hoyer H, Lotz B, Leistritz S, Kuhne-Heid R, et al. (2000) Screening for high-grade cervical intra-epithelial    
 neoplasia and cancer by testing for high-risk HPV, routine cytology or colposcopy. Int J Cancer 89: 529-534.  

Diagnostic	performance	



  30	patients	attended	the	colposcopy	clinic	more	than	once	(2	
up	to	10	time	points)	
 Visit	intervals:	3	month	up	to	8	years	
 All	patients	had	endpoint	CIN	3	(histopathology	confirmed)	

GynTect®	–	longitudinal	trial	



GynTect	markers	could	detect	the	(up-coming)	disease	earlier	in	
more	that	60%	of	all	patients		

GynTect®	–	longitudinal	trial	



GynTect®	–	longitudinal	trial	

In	16	patients	GynTect	markers	was	positive	prior	to	any	
histological	finding	CIN1,	CIN2	or	CIN3. 		



GynTect®	–	longitudinal	trial	

In	16	patients	GynTect	was	positive	before	any	histological	
finding	was	given. 		

#me	



GynTect®	–	longitudinal	trial	

Detected	at	the	same	time	point:	 		
4	patients	were	detected	simultaneously	

#me	



GynTect®	–	longitudinal	trial	

Time	duration	between		detection	with	histopathology	and	the	
first	positive	results	with	GynTect	markers	



GynTect®	–	longitudinal	trial	

Interval	for	
earlier	

detec#on	

%	of	earlier	
detected	
pa#ents	

	≤	6	month	 47%	

	7-18	month	 32%	

1,5	–	6	years	 21%	



Conclusions	

 GynTect	markers	show	good	sensitivity	AND	specificity	on	
HPV-positive	tested	cervical	scrapes	

 These	methylation	markers	may	have	prognostic	potential	and	
may	be	able	to	differentiate	between	malign	and	non-malign	
lesions	

 Longitudinal	study	is	ongoing	including	additional	80	patients	



Thank	you	for	your	attention!	
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Contact:	martina.schmitz@oncgnostics.com	


