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Cervical cancer screening
Patient expectation?
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Cervical Cancer progression
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Model of screening
Patient benefit centric
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Preventive & safe

Patient
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Cervical cancer screening: Cytology based

Progression from CIN3 to cervical cancer takes approximately 10
years.
Cytology was successful even with low sensitivity by testing often.
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Dr. George M. Papanicolaou
1883-1962

Low sensitivity # 40-75%
Results depend on cytologist
expertise

Big investment because of high cost

for training and educating specialists
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Cervical Cancer screening

ldentify root cause: HPV IS the main cause

In 1976, Harald Zur Hausen published the
hypothesis that Human papilloma virus plays as
an important role in the cause of Cervical Cancers

In 1983, HPV 16 & HPV 18 were
identified in cervical cancers

Introduced in
1940s
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Cervical Cancer is caused by hrHPV
persistent infection

— __HPV16 & HPV18 are the most
* 2 kind of cancers prevalence oncogenic genotypes

—eo Squamous cell carcinoma—¢

___Adenocarcinoma é

HPV infection is present in almost cases of cervical, pre-cancer,
CIN and high grade of lesion

Persistent infection 1 of 14 of high-risk HPV genotypes causes
greater than 99% of all cervical cancer cases

1. Herzog et al. 2007 2. Saslow D
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. In 2014 HPV DNA
Ly was approved as
\ : In 2006, HPV was primary screening
indicated for co- test for women from
‘ testing with pap for 25 years old.
), - o women >30 yo.
IN1999, HPV was
Introduced in indicated for
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HPV primary screening
A few years ago
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HPV primary screening
Progression over the world

Bl chuong tinh quéc gia Chuong iduAviing Huongdan  [] Nghién ctru thi didm/Khac
Current to the best of our knowledge on 27APR17; South Korea, Taiwan — co-testing but not stand-alone primary screening
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HPV DNA based

ATHENA trial

ACOS
issued
algorithm
using HPV
as primary

4/2014

US FDA
approved for
cobas HPV as

primary

screening
test

Thai Lan, HongKo

screening

ASCO issued
guideline using
HPV DNA as
primary test for
women from
25yo & elder

VN MOH
approved for
cobas HPV as
primary test

t

1/2015 10/2016

7/2016

10/2015 10/2016

VN MOH issued
national action plan
for cervical cancer
prevention period
2016 — 2025, In which
HPV DNA
recommended as
primary test for
women

Netherland
issued national
guideline using

HPV DNA as

primary
screening

yavao- hwdhg dan quic gia

Y]

Australia issued
national
program using
HPV DNA as
primary test for
women from
25yo above

12/2017
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HPV DNA as the primary screening test
All clinical trials find the similar results

« Several randomized clinical trials in Europe— NTCC,
POBOSCAM, VUSA, ARTISTIC,
SWEDESCREEN, Finnish Screening Trial

* One observational clinical from the US — ATHENA

 Kaiser. clinical — NCl's Kaiser N. California study

* All demonstrated that HPV primary screening Is
safe and effectiveness
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HPV as the primary screening test in the US

ATHENA trial, women >25 years old
e Studied 42,208 women>25 in the US

« Had gynaecology exam, LBC , HPV (with
genotyping)

« Colposcopy for all women with HPV (+), and/or
LBC (+) and a randomized subgroup of hrHPV (-)

« First large US study of HPV based screening

Wright et al. (2011) Am
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ATHENA trial: Study design
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Risk of CIN 3/ Cancer of group with PAP (-),HPV(-)
Kaiser N. California; 1,011,092 women >30 yrs

I < 1 - 1 e 1 , L L) ] ». 1
3 4 5 2 3 4
Years since baseline Years since baseline

e ————
Gage etal. INCI 2014; 106
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Comparison of test’s sensitivity

« Systematic review of cohort studies
« Calculation of sensitivity and specificity

Sensitivity 95% 70%
(95% Cl:84 -98) (95% Cl: 54 — 81)

Specificity 84% 95%
(95% Cl: 72-91) (95% Cl 92 —97)

IFCPC2017W
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Cervical cancer screening guidelines:
Balancing between benefits versus harm

Goal:

— Minimal mortality and
morbidity

Optimal strategy should:

— ldentify precursors that L .
sensitivity specificity

likely progress to cervical 0, ©,
cancer - - - .

— Avoid to detection and
unnecessary treatment of
Infections & lesions that
are not tendency become

ancerous

Saslow, et al. Am J Clin Pathol. 2012 Apr;137(4):516-42
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How to balance benefits & harm

* Be confident in a negative result

— Use clinical validated HPV DNA test with internal
cellularity control.

« Managing positive result
— Use proven screening strategies
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Clinical validation of HPV DNA test

 HPV infections are very common, about 80% of
sexually active women become infected:

Almost of infections do not cause a problem
The goal is not identify all of cases of HPV infection

The goal is identify infected women who currently
have CINZ2 of wha are at increased risk of developing
of CIN 2 in the future.

 Clinical validation helps to maximizes HPV
detections that have clinical relevant and
linimize unnecessary intervention

Stoler MH, et al. Am J Clin Pathol. 2007;127:335-
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Internal cellularity control based.k
globin in cobas® HPV in
d-reduces-falseé negative results.

Valid
result

" True negative

Invalid result

Avoid false
negative res

aditability
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Risk of CIN 3 with negative test
1,011,092 women aged 30-64 years

Risk of 2CIN3 with negative HPV test
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Gage JC, et al. J Natl Cancer Inst. 2014;106(8):djul53.
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Conclusion 1

HPV DNA as primary screening offers
strong prevention and safety for
patients/women




o\ BENH VIEN PHU SAN TRUNG UGONG

e y National Hospital of Obstetrics and Gynecology

Patient benefit centric
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Comparing different strategies

* Based on the complete 3 year follow-up data, we evaluated
the performance of 3 different screening algorithms in women
>25 years

* Evaluated Strategies were:
- Cytology
- HPV primary screening with HPV 16/18 genotyping

- Co-testing*

Wright, et al. Gynecol Oncol. 2015 doi:10.1016/j.ygyno.2014.11.076
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Comparison of strategies for women >25 years olds
CIN3+ were identified and colposcopy
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Comparision of screening strategies

Value for patients

HPV

Attribute PAP Co-testing Primary

Level of protection Low High High
Cost 1x test 2X tests 1x test
Complexity High High Low
Number of colposcopy Low High High

Interval Short Long Long
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Conclusion 2

HPV DNA primary screening offers cost effectiveness with

high protection and long interval for patients/women
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Patient benefit centric
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Prevention & safety
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Coverage of HPV DNA

Almost O&G hospitals have
% HPV DNA test
N - Effective sample collection
s system covering nationwide
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Conclusion 3

HPV DNA with high coverage and

effective sample collection process that

facilitates the accessibility and comfort for

patients/women
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Chwong trinh Qm;‘i(;. Gia 1/12/2017

HPV Test
Binh tip mét phan

Resource-Stra
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Khuyén cdo thuc hanh lam rﬂm A — e
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ASCO

wdng dan sang loc cia Th&i Lan
o3 O
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- Khuyén oo i va tan- [ Phéac db 2B: HPV dau tay (dinh typ tirng phan)

sau:

Negative Positive
- Diéu kién rat tat: 28

- Diéu kién tot: 30 - ¢
thoi gian 5 nam, lar

A lai ban N . Xét nghiém HPV
- Diéu kién gidi han: sau uy 51 = Ap dung cho phu ni¥ = 25 (®inh 13p time phin)

- Diéu kién co ban: 3
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Jeronimo J et al. J Oncol Pract. 2016 Nov 15

HPV nguy co cao (+) 16, 18 () ‘ (‘ HPV 16, 18 (+) ‘
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NILM = Negative for intraepi
ASCUS = Atypical squamous

Khuyén cso qubc aia phang nairs va kiém sost UTC
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ASCO Resource Stratified Guidelines for
Cervical Cancer Secondary Prevention

T Towc  imites  leonnced v

Screen HPV DNA test; if HPV DNA test HPV DNA test HPV DNA test
not available VIA (Co-testing an
option)

Age Range 30-49 30-49 30-65 25-65

Frequency 1-3 screenings Every 10 years 5 years; if 5 years
per lifetime negative x2 then
10 years

Triage VAT HPV 16/18 GTor HPV 16/18 GTor HPV 16/18 GT or
cytology or VAT cytology cytology

f/u 12 months f/u 12 months f/u 12 months f/u 12 months -

Treat Colpo or VAT (if Colpo Colpo
Colpo not
available)

VIA — visual inspection with acetic acid; = t and tréatment '

https://pilotguidelines.atlassian.net/wiki— accessed 06JUN2017




¢\ BENH VIEN PHU SAN TRUNG UONG
National Hospital of Obstetrics and Gynecology

4 A
iy i T

ASCO Resource Stratified Guidelines for
Cervical Cancer Secondary Prevention

T T Jimted  eonamces | Marimal

Screen HPV DNA test; if HPV DNA test HPV DNA test HPV DNA test
not available VIA (Co-testing an
option)

Age Range 30-49 30-49 30-65 25-65

Frequency 1-3 screenings Every 10 years 5 years; if 5 years
per lifetime negative x2 then
10 years

Triage VAT HPV 16/18 GTor HPV 16/18 GTor HPV 16/18 GT or
cytology or VAT cytology cytology

f/u 12 months f/u 12 months f/u 12 months f/u 12 months ~

Treat Colpo or VAT (if Colpo Colpo
Colpo not
available)

VIA - visual inspection WMNI am

https://pilotguidelines.atlassian.net/wiki— accessed 06JUN2017
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US HPV Primary Screening Algorithm

Routine screening
— Follow up in
~Y 12 months

BOD| Lpy
///

NILM
0D — 12 other hrHPV+—>
@I | > ASC-US

HPV16/18+ AN COLPOSCOPY

COLPOSCOPY

hrHPV, high risk HPV
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National program of Australia
Starting by HPV

Oncogenic HPV test with partial genotyping

B PV HPV
HPV not * detected detected Unsatisfactory
detected ~4 (16/18) HPV test

Reflex LBC Reflex LBC

Any

Unsatisfacto HSIL/HSIL LBC result or
l‘)‘LBC(J 2 P unsatisfactory [ ] Refiex test
O Tast result

" l / @ Recommendation

f‘ Repeat HPV test Woman's risk of developing

in 12 months cervical cancer precursors

within the next five years

E Low
HPV not ~ " Intermadiate
detected ER Higher

Reflex LBC

Routine Chi lam lai Routine Refer for Refer for Retest HPV
S-yearly TBH nhung S-yearly colposcopic assessment colposcopic within
screening dich trong 6 screening

assessment 6 weeks
tuan

-
NATIONAL

CERVICAL SCREENING R
FROGRAM M'nmc'wm",’"
LR, Department of Health

ol Auibid s Ulds wnd Ty Bim o evivms] Mvas i

For women >/= 25 yrs, 5 year interval '
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Vietham guideline: HPV primary

Applicable for women > 25 y. HPYV testing
(partial typing)

4 v

Y

HR HPV (-) HR HPV (+), 16, 18 (-) HPV 16, 18 (+)
! v J

Rescreen after Pap’s smear Colposcopy
3 years |

Repeat after 1 v v

years Positive Negative

/\ |

Biopsy No biopsy Repeat after 2 Referral for
years confirmatio

o~ N and T

LEEP if
illegible for

cryo.

(-): Repeat CIN2+: Tx by Cryo. if
Pap after 2| | CrYotherapy or || eligible
y CINT: LEEP
reapeat l l
after 1y.

Followup after 1 year
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Cac phac dé sang loc ung thu cé tir cung
Phdc dé 2: Sang loc dua vao xét nghi¢gm HPV
(dinh tip ting phdn)*

Bénh vién Phy san Trung Uong

HUGNG DAN

Du phong va Kiém soat
ung thu ¢ tir cung
Du phong cap 2

Nam 2017

Dua trén Ké hoach hanh déng quéc gia vé duphang vé kiém sodt ung thu od td cung
giat doan 2016 - 2025 da duge B Y té phé duygl Bénh vidn Phy sén Trung Uong
bien soan Hutng din Du phong céip 2 phis hop vai tinh hinh thye t6 vé co so vat chit
ciing nhir cac ngudn Iyt khac sdn ¢d cda bénh vidn,
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Conclusion

« HPV primary screening in cervical cancer screening
offers strong prevention and safety, cost effectiveness
and convenience for patients/women

HPV primary screening startegy based on the balance
between risks and harm

— Clinical validated tests with proven longitudinal safety and
Internal cellularity control

— Appropriate interval screening
HPV DNA is becoming popular and convenient for

patients/women to access because of high ca o[s
and effective sample collection proce
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CERVICALCANCER
AWARENESS




