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Bethesda classification of cervical cytology

Specimen type

Conventional smear, liquid-based, or other technique

Specimen adequacy

Satisfactory for evaluation (description includes quality indicators, including
endocervical/transformation zone component and obscuring blood or inflammation)

Unsatisfactory due to... (specify reason)

General categorization (optional)

Negative for intraepithelial lesion or malignancy

Epithelial cell abnormality (specify squamous or glandular)

Other: see interpretation/result (eg, endometrial cells in woman >age 40)

Automated review

If examined by a device, specify device and result

Ancillary testing

Describe method and result (eg, molecular testing)

Interpretation/result

Negative for intraepithelial lesion or malignancy (when there is absence of neoplasia this should be
stated specifically, regardless of other findings)

In addition describe, if present:

Infection (Trichomonas vaginalis, Candida spp, shift in flora consistent with bacterial vaginosis,
Actinomyces spp, cellular changes)

Other nonneoplastic findings, such as, but not limited to:

Reactive cellular changes associated with inflammation/cellular repair, radiation, or an intrauterine
contraceptive device

Glandular cells after hysterectomy

Atrophy

Other

Endometrial cells (in a woman >age 40) and specify whether negative for squamous intraepithelial
lesion

Epithelial cell abnormalities

Squamous cell

Atypical squamous cells (ASC) of undetermined significance (ASC-US)

Atypical squamous cells (ASC), cannot exclude HSIL (ASC-H)




Low grade squamous intraepithelial lesion (LSIL)
cellular changes consistent with HPV, mild dysplasia, CIN 1

High grade squamous intraepithelial lesion (HSIL) moderate/severe dysplasia, CIN 2, CIN 3, CIS
indicate if there are features suspicious for invasion (if invasion suspected)

Squamous cell carcinoma

Glandular cell

Atypical

Endocervical cells

Endometrial cells

Not otherwise specified

Atypical, favor neoplastic

Endocervical cells

Not otherwise specified

Endocervical adenocarcinoma in situ (AIS)

Adenocarcinoma

Other malignant neoplasms (specify)

Educational notes and suggestions

Suggestions should be concise and consistent with clinical follow-up guidelines published by
professional organizations

Solomon D, Davey D, Kurman R, et al. The 2001 Bethesda system: terminology for reporting results of
cervical cytology. JAMA 2002; 287:2114.
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Atypical squamous cells (ASC)

ASC+ ASC-US (Atypical Squamous Cells of Undetermined Significance)2F ASC-H (Atypical Squamous
Cells, cannot rule out a high grade lesion)= &5t} ASC-He} H]usto] ASC-US 235 Hol= o4
Aew AT AUl Fdolu e AR TheAdol B Wk [44]. webA, ofd 2ol A=
ASC-US M Z AL ATpito 2 A< 59| A B8 WA gon), Aehth 5 24 AA 24 7oz A

5 WS AAsof etrh §HA, ASC-HE Kol ofAdolA= ilsd HRI(CIN2/3)9] 7Fsdol &=7] el
o] A= HSIL (High grade Squamous Intraepithelial Lesion)2 Ho|&= ExE53} -2 W o 2 7]

sfjof gt

1. Recommended management of women with ASC-US

Apg 735 AlREGAR AaE7E ASC-USE Ughs 735 WHEAQl A3 5 AR A AL, LT Qlf-7Hlo]
A2 HAE S04 A HAKColposcopy) & /\l S} 4= 9lok (HS) [45-48].

o714 mith HHE A © 7 Ao - A ZFARS AlYSElS o o] HAFA] ASC-US o] 3o = Al HA 2
7 vpeoh Aoy HARE BEEA] Algsfjof 3t} (2], 23] 4502 A} -S4 (negative for intra-
epithelial lesion or malignancy) 2.2 Ut 7490l dut AHAA 227500 2 BAS 4= ity 7}
AR 19T AfREatel e A HARE Agsto] Ao U2 7490 = REEA] A2 HA
£ AlggeioR gttt [2]. S2H4 <] AR HARE Al 9ol ‘ﬂéiﬂi% HAAF Y (satisfactory colpo-
scopy)o|HAl 224 HALO A A5 Ag 7 7 AW FHCIND) o]gke] HH o g v2rhi 127 Qi+
SHio|H A HARS AlSHAY 671 vt} 22| BHE A2 GARE Al O“’% (MS) [49,501. 1]  Afoll

A BE Ao 2 vherhd duk A 2RI 0 5 B 5 qlot (BS). 12, CIN2/3 o s 12

ol RIEA] Ad 8 X 5 524 0] DAlaS Al foF gt

o % -|

ym
Ny
_\::I,
X

AZAL A3} ASC-HR Uhe 49 K 27h AAke D8 adtelnt (21 22 Al
CIN2 o3| o] oA & BS ALA, 2484 L BAFY A4t 228 AVEL 36k V)

=
E3H o Aeolle o E T o8 A

>

1 7 A A} A2 AAS AW 2 ik ES). 6789 2
0 23] Q4 YO R TWEH A9 Auk HHAA TR B 5 9lek (BS). wrof CIN2 o))
WO R BOlE 79 ehul e Ao WA|&S WAl Algstolof de,
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Atypical glandular cells (AGC)

HI% Mg ATA 85 B P Al Sste] AGCH Lok AT B UAT, F 4
Aol Al AR AT F, AR, AR A AU, dad, it 53t 2
& Astel M AGCE Lhe: o149] 9-38%014] 15 AFAR A &
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1. Recommended management of women with AGC
AIEZZGAIA AGC7E U A5, Qlfmgatolels AAh, A AAk Aslidd avkE(endo-
cervical curettage, ECC)& Al dfioF Sttt (VLS) [44,53-56]. AFg-Ue) 2R HAME 354 o]AFe] of Ao A=
HFEA] AJgSEofoF 9ttt (VLS) [44,55,56]. 3541 of6ke] o ol A Abg i) 22 A= HIRE, =4, BFmAlH
_E_.g_’ 1?4%7& thdA YA 2340 7RO giglfjutelo] ]3] o1zFE 7kl Q) AL} ujAAFA ol A&E o] W o]
= 4% T A AW Al EE HQl 7ol = HEEA] AR sfof Sttt [3]. A7 oF A AR} A}
WY vpEol A AT AUl Fgolut Aduvigte] T E A At 2] o HAso]
g x| ojof ot shA|uk, whEA g ARt HAF 24 CIN1Z 279 Abg 8 4
Soll= 670 7HA o & WHg 2bg A 5 A G ARE A AW 1270 el Sl f-rgHbel e A
QUct. Ak IS A3t A8 A5 Al ZHAA] ASC-USOF o2 v 749 At AARE Alddljof
Qe (3]

Low-grade squamous intraepithelial lesion (LSIL)

H

ISILS T9H AAfraaolel 7 of WHd BAS 23 ek, 2L viet BA] w2l ISIL
ool M QlfEFuo|E 2 FALI} 16/18W QG FEBhI A 24 A& 247} 72.9%8F 26.7%] ©]
2o} [57), E, ISIL o HNA FE et 2H AL AWT A9 DEF W o] Aabt e BES

11-14%°] °]Et} [58,591.

1. Recommended management of women with LSIL

LSIL A 2t ol ollA= Aed7 FAE HE=A] AlegE|ojof She} (MS) [60]. LSIL #HAFe] 27}
= A3t Ak FA| ol 7k 38-8] TRE LA of ol mel gLk AU AT 4TS YA E
A eJstaL, Abg g Fofl o] WAL A] ALY WEAYA] oF2 A2t HAF 2 ¥Hunsatisfactory colpo-
scopy)E Kol o AdellAl aLesfiof et [2,3]. Agli A Avbso A CIN2/3 -2 Alsw WHo] &4l
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2 v Aol WA o] Aok Bk, 1 o] TAEA G ZAAAE AW ke 4

G el M A A A A 171400 U5l A A gttel 45

B 2 Gl (BS). ol A B0l BAo] AnHA g

= R19] 145 AE AN SR A AR E LA AV BHOZ e A3l o

o ATRAL SR OO R B S Glek. viok, A B £ ALAAA] ASC-US oJ4fe] Aut ke,
U QLR gl A QPO Lherh At AALE Alastol Ak, A4 AAE B 2

A7 AL CIN2/37H 7 Hek, 215 B 0] BA|go] Aldsloof gk [2,3].

r

jug

)

Al

High-grade squamous intraepithelial lesion (HSIL)

AlEA ARl A HSILO] == 218 dlgw oIy At
o A7 b of ol A LTS 2 g Al <8l 3 =
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1. Recommended management of women with HSIL
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HPV DNA test
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Special situations

1. Management of adolescent women

2041 o3te] ool A Ag 7T AA BI7E v dl= SRS SRS aLEfsiA KA sfof Stk o)
QA Aol mEw He o 4o] Rl 4 TAES AR 3 W ol elgFEuole 2 ZHede] Bt
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2. Management of pregnant women
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Follow-up after treatment of CIN with

excisional procedures or ablation
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Appendix A

Summary of recommendations with evidence tables

1. General Screening Guideline

Recommendation 1 = When to start screening (Adaptation)

Bt 204 Ol&2 SO YUs 2E S U3 dEI NS a0l SCH 204 022 O
M2 B2 (HF == HPV ZEED J0l &4Sdls 52 NEIFE, L8 23R ALY W2
HE HANTE JoE I MY AEE VECDT HESU I35 8 FREHH0 T
= A2 AYgg £ 2Ch (Level of evidence: Very Low, Recommendation: Strong)

Evidence table for recommendation 1

‘ Observational study 5 Mo No Sericus’ Mo No Very Low \

" There is no study to conduct direct comparison between women under the age of 20 years and those 20 years and older,
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Appendix A (Evidence Table)

Insinga
2004 [10]

Observational cohort study

1997-2002 health plan inpatient
and outpatient administrative and
laboratory  data  for  women
enrolled  at  Kaiser Permanente
MNorthwest (KPMW) in 1998

Incident  episode of  care
associated with particular routine
smear defined to begin with
imitial smear and end when at
least nine months had passed
without  receipt  of follow-up
smear or other related cenvical

service

227915 total
1998

KPNW  female
population
150,052  eligible
sample  with 2
years continueous
health  insurance
enrollment  over
1997-1998
103476 outcome
analysis  sample
with  continuous
health plan
enrollment  over

1997-2002

{Tatal
enralled
population)
Ethnicity
White: approx.

Asiane 2.6%
Hispanic: 2.3%
African

Americanc 1.6%

American: 0.8%
Other minority:
11%

Merck

Laboratories

Outcomes of 1998 abnommal routine smears as % of routine smears

Age  Routine Smears (M) CIN3  False positive smear

15-19 L6
20-24 852

25-29 1952
30-39 5992
40-49 B.A405
50-59 7162
60-69 3543
70-79 1657
80+ 288
Orverall 30,936

Only 15 cases of invasive cancer so age-specific rates not reported

CINZ

il
35
21




Sigurdsson
2010 [11]

Sigurdsson
2007 [12]

Correlaticnal study

Data from Cancer Detection
Clinic  registry  (preinvasive
disease) and Cancer Registry of
the lcelandic Cancer Society

(invasive dissass)

Includes both organized  and

spontaneaus screening results

Screening program
characteristics: 1964  organized
screening  began 1969 became
nationwide, with screening at 2-3
year intervals in 25- 1o 69-year-
olds

1979 intensified with improved
call-recall systern and improved
quality assurance 1988 lawer age
limit decreased to 20 years

Iceland

Matiomwide
screening
program
registry

routing

screening

Incidence of imvasive canger per 100,000 women in population

Time Pericd  Age  Incidence Time Period  Age
1964-1988  20-24 21 1989-2008  20-24
25-29 118 25-29
30-34 214 30-34
35-39 385 35-39
Time Peiod ~ Age  StagelA StagelB  Stage A+
1964-1988  20-29 27 27 11
-39 47 35 24
1989-2008  20-29 G&" 28 02
20-34 B9 4.0 02

*significant rate difference between time periods

Detection rate of CIN2Z and CIN3 per 1,000 women screened

A
20-24

25-29

30-34

Time Periad
1979-1388
1989-2003
1979-1988
1989-2003
1979-1388
1989-2003

Women CIN2 CIN3
Screened (N) N Rate N Rate
11658 30 26 94 81
36224 253 TOD 522 144
22123 66 29 430 194
38921 179 46 928 238
20077 35 17 403 191
40062 108 27 690 172

Data not reported for 2004-2008

225"




Appendix A (Evidence Table)

LK 34060  women | MR Cancer
provided samples Research LK
Prospective cohort study Over 100 | 49,655 met
general inclusion criteria

Recruitment between 19B8 and | practitioners

1993 and Inclusion: Women
Prevalence of CIN2 and CIM3+ as % of total smears
screening of any  age

Smear and histology results in | clinics in | attending for
Age at CINzZ CING
study database updated from | Greater routing screening
smear Prevalence (n) OR (95% C)  Prevalence (n) OR (95% CI)
laboratory records at G-monthly | Manchester
20-24 0.59% (56) 115 (0.79-168) 0.69% (65 0.84 (061-1.15)
intervals during recruitment and | area who | Exclusion:
25-29 0.57% (63) 100 0.96% (107) 1.00
Peto 2004 | through 1993 for  histology | used Christie | Inadequate entry
30-34 0.48% (42) 081 (0.54-1.20)  1.23% (107) 1.18 (0.90-1.55)
131 results Hospital smear (3,391

cytology previous  CIN3
Date of diagnosis defined as date | laboratory (505),  abnarmal

35-39 042% (31) 068 (0.44-105) 07&% (57) 0.71 (0.51-0.98)
A0-44 0.31% (21) 048 (0.29-0.80) 067% (45) 0.58 (0.40-0.82)
45-49 008% () 017 (004-032)  037% (19) 030 (0.19-050)

of first abnormal smear in 2 years Smear in
. _ 50-54 0.24% (100 035 (0.18-068) 0.28% (12) 0.23 (0.13-042)
preceding histological | Women preceding  year
55+ 00d% (3) 005 (0.02-016) 0.20% (18) 0.15 (0.09-0.26)
confirmation of CIN2, CIN3, or | attending (5099
Overall  0.38% (2300 0.70% (4.28)
cancer routing
screening

HPY at entry assayed in age- and
penod-stratified random sample




‘Woodman

2001 [14]

Prospective cohort study

Recruitment between 1988 and 19492

At study entry, obtained risk factor
profile  and cervical smear;, women
asked to reattend at six month intervals
for updated risk factor profiles and
further cervical and serum samples;
median number of visits = 4; median
duraticn of followup = 29 months
Women with cytelogic abnormalities
referred for colposcopy and biopsy
colposcopic and cytologic surveillance
maintained in these patients; treatment
postponed until histological evidence of
CIMZ+, at which point women left study
All stored cervical samples tested for
HPY using PCR after clinical follawup
had ended; tested for 2 low-risk types
{6 or 11) and & high-risk types (16, 18,
31, 33, 52, and 585 additional tests

assigned numerical types not identified

by type-specific PCR

UK

One
Birmingh
am
Brook
Advisary

Centre

who had
recenthy
become
sexually

active

2011  enrolled
1075 in final

sample

Inclusion: Aged

15-19 years

Exclusion:
Abnormal
smear at entry

{148), HPV+ at

entry (248,
HPFW+ and
abnormal

smear at entry
(138), provided
anly 1 sample

evaluable  for

cytology &
HPFY testing
(40a)

Mean Age (30} 17.5 (1.2)
Ethmicity White: 94%
Afro-Caribbean: 3%
South Asian: 2%
Other. 0.2%
Education: MR
Socioeconomic Class (Father's
Occupation)
Professional: 6%
Intermediate: 23%
Skilled, Non-manual: 7%
Skilled, Manual: 37%
Partly Skilled: 8%
Unskilled: 2%
Armed Services: 0.1%
Unoccupied: 5%
Inadequately Described: 11%
HIV+: MR
Attended STD Clinic: 2%
Smoking Mon-smoker. 59%
Ex-smoker. 9%
Smoker: 33%
senoual

Median duration of activity

before study entry: 1 year (range 0-7)

Cancer
Research
Campaig

n

Cumulative risk at three years (95% CI)

Any HPY type: 438 (40.1-47.5)

HPV 1&: 105 (B.3-12.7)

HPY 18: 6.6 (4.8-3.4)

Any cytalogic abnormality: 28 (25-32)

Incident cytologic abnormality after first detection of HPV: 33 (26-
40)

CINZ2+ (after any type of HPV infection): 7.8 (2.7-22.0)

CIN2+ [after HPV 16 infectionk 85 (3.7-19.2)°

CIN2+ (after HPY 18 infection): 3.3 (14-8.1)"

Cumulative risk at five years

Any HPY type: 60%

Risk of CIMN2+ by time since first exposure to HPY 16
Relative hazards ratio (95% CI)

Unexposed: 100

<& months: 598 (1.33-26.85)

6-12 months: 18.02 (5.50-59.03)

12-18 months: 14.22 (3.76-53.86)

=18 manths: 260 (0.75-8.59)

*Contralling for any other HPY exposure
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2009 [15)

Case-control study
Cases with invasive cenvical
cancer (including micro-invasive)
diagnosed between 1930 and
2008

Controls  were women  ever
registered with an NHS GP in
rmost cases selected randormly

Controls matched to cases on
age and area of residence, and
half of cantrols matched by GP

Data  on  screening  history
abstracted from cervical cytology
records in the UK national
cervical  screening  callfrecall
systemn (NHS and many private

providers)

Smears taken between 1938 and

centers in the
UK over
differing time
periods,  a
year at a

time

identified

4,012 cases
7,889 controls

Inclusion;  Age

Exclusion: Cases
not  in the
cervical  cancer
callfrecall system

MR

Cancer
Research LK
and MHS
cenvical
screening
g raamme:

Protective effect of screening in past against developing cancer in future

Age at Age at OR*
diagnasis with 1CC screening (95% CIy
25-29 20-21 151
0.95-2.38)
22-24 111
0.83-1.50)
35-39 i0-31 079
{0.57-11)
32-34 0.55*
(0.44-0.69)
45-49 40-41 040
(0.27-0.58)
42-44 0.37
(0.29-0.48)
55-59 50-51 027
(0.17-0.43)
52-54 0.26
{0.19-0.36)

*Odds ratio estimating risk of cendcal cancer in those with screening (in one of two
time periods before disgnosis) vs. risk in those without screening in either time period
“*Bold indicates statistically significant risk reduction associated with screening
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Recommendation 2 — When to discontinue screening (Expert consensus)

E2 1082 H ¥ 048 HsE NSFRHTEMUNL SHSE THEE 2 TOHH NS M
ZHANE S22 &+ 0. O 23 2042 EST 049 ATISY HAH)| AUs WY H2 &
2 HEZEZAME ZNHE ¢ &= s 2 SN AU SSTAE TISECL (Level of evidence:
E. Recommendation: Strong)

Recommendation 3 - Screening interval (Expert consensus)

Kz 0010 HEZA HSEE JURIE AEFED UL JUEEE s S22 I
=R By 2, HEAME 78 248 B0E JUHESE HEE HMEHA S0E O
B O B 204 Ol 7O0M OI5H2] HE0AH 0 1YW 2H222 QAR ABEE s B0

(Level of evidence: E, Recommendation: Strong)
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Recommendation 4 - Screening modality (Conventional Pap versus Liguid—-based Cytology) (Adaptation)

BITHOHEI2) M2 S5 WAEME Atz JED HEZSAMEM HISH B2, |08 =017 &
= o2 YUHE RO O SIS MY WY YCE S0 SN7 UCH REILI2 MAS
g @ ¥ conventional Pap test® Liquid-based technology 25 HEZAMEHOEZ HERE £
2L (Level of Evidence: Moderate, Recommendation: Strong)

Evidence table for recommendation 4

RCT L] Mo Mo Ho Serious’' Mo Moderate

' Megative predictive value cannot be obtained,




ERNE

South Africa
LBC: ERE
Three primary | (S84%) CC:
care  cirical | 2463 [E36%)
sites in
Khayelitsha Inclusior:
[paiurban, Ager  35-65.
infarmal previoushy
setthement wnscreened
culside Cape
Town) Exclusion:
Frpgrart,
Higherisk, history  of
urgcresred o priae
women treatment for
ennolled in | CIN
cervical
cancer
prevention
trial

Employed: LBC 24.8%, CC

Mo scheat
LBC 93%, OC 9.0%
Some primary schock
LBC BR1%, OC 36.6%
Lome high schock
LBC 442%, CC 46.8%
High schocl graduate:
LBC B4%, OC 76%

Treated with cryothecagy
I prior & maos:
LB 141%, OC 14.7%

HIVe:
124%

LBC 128% oOC
Trichemsanas vaginalis:
LBC 10.7%, CC 106%

Current smoker:
LB 71%, OC B.4%

1§

-
g

|

b
E

T ~Semstiviey (95% €1

Dtection of CINZ+:
ASC-USe LBC: TO6 (S8.3-8100 OC: 836 (TL2-922)
Lil= LBC: 60.3 (47.7-7L.8) ©C 691 (55.2-B0.5)
HSIL+ (calc) LEC: 3062 = 441 (32.1-567) CC: 32/55 = 582 (441-T1Y)
Detection of (IN3+ [caic):
AFC-US+ LBC 25/33 = 758 (57.7-88.9) CC: 2933 = §7.9 (71.8-96.5)
LS LBC: 2233 = GAT (48 2-220) OO 24733 = T.7 (S45-347)
H5lL+ LBC 18/33 = 54.5 (364-TL9) CC 21/33 = 636 (45.1-79.6)

* Specificity (95% D)
Detection of QNI+

ASC-US+ LBC: TSEIA0ME = S48 (BIS-BA1) CC: 2033/2389 = 851
(B1E-BES)

LS0L= LBC: JB67/3046 = 941 (932-949) CC: 257/2389 = 945 (935-
954

HSIL+ (calc) LBC: 299173046 = 982 [57.7-988) CC: 2330572389 = 976
(96.5-96.0)
Dwtection of CIN3+ [cakc):

ASC-USs LBC XS95/30R1 = B2 (B29-B55) OO 200872411 = B45
1B30-BE0)

LS« LBC: 2B3/3081 = 936 (926-344) CC: 2265/2411 = 939 (929-
b L]

HSIL+ LBC: 300473081 = 973 (97.2-983) CC- 2342/2411 = 971 (964-
L]

* Positive predictive value ([55% CT)
Detection of QN2+
ASC.USs LBC: 94 (7.0-123) CC: 114 (B5-15.0)
L3+ LBC: 1806 (13.7-24.8) CC 224 (16.3-29.4)
HSlL+ (cak) LBC: 30v85 = 35.3 (25.2-864) CC: 3190 = 356 (25.7-46.3)
Detection of CIN3+ (calc):
ASC-US+ LBC 25511 = 49 (3.2-7.0) CC: IWM02 = 7.2 [4.9-10.1
LSIL= LBC: 22220 = 1000 (6.4-14.7) CC: 24/170 = 141 (3.3-20.3)
HSIL+ LBC 18/85 = 212 (131-314) CC- 21,90 = 233 [15.1-334)

1 tegative predictive valse 5% 1

Duetectaon of CINZ+:

ASC-USe LBC: 992 (98.8-99.5) OO 996 (99.2-99.8)

LEIL+ LBC: 501 (BB.7-59.4) O 993 (BE8-99.6)

HEIL« fcalc) LBC: 2991/3029 = 9.7 (38.3-99.1) CC 2331/2354 = 990
[58.5-99.4)
Duwtectaon of CINZ+ (cakk

ASC-USe LBC: 25552603 = 997 (99.4-95.9) OO 20382042 = 998
[#9.5-990.9)

LEIL+ LBC: J823/28%4 = 996 [99.3-998) CC 22652274 = 935
[¥5.3-99.8)

Hills LBC 30143009 = 995 (FLI-9A7) OO 2347354 = 995
[99.1-98.T)

* False posith rate (95% C)
Dretection of CIN2+ (cakk
ASC-USe LBC: 152 (118-16.5) €C- 149 [13.5-16.4)
LSIL+ LBC: 5.9 (5.1-6.8) CC: 5.5 (46-6.5)
HElLs LEC: 1B (14-2.3) CC: 24 (1.B-31]
Deetection of CIND+ jcakl
ASC-USe LBC: 158 (14.5-17.1) €O 155 (14.0-17.0
LSIL+ LBC: 6.4 (S6.74) OC: 6.1 (5171}
WL+ LBC: 2.2 (17-28) CC: 29 (2.2-36)
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L
H

attending for

;
H

sereening and

|
i

referred  for

!

i

B
o

I
it

2,585 Total
L757 women
atending for

828 women
referred  for

z

)

-3

L

#

<1

Fis
Hi%?. nn.lgi

i

|

2

THL

Mean age (SDk B3

Mo schosling ee primary
anly; 4%
Secondary: 53%
Higher: 43%

WD+ 0%

“Lensitivity (95% €1)

= CUMNKCAL READING.
Detection of CINZ«+:
ASC-US+ fcale) LBC: TEO (62.4-B9.4) OF: 854 (P0&-944)
LSIL+ (calc) LBC: 68.3 (519-81.9) CC: 732 (57.1-858)
HEIL+ LEC: 51 (36-5T) CC: 51 (36-6T)

- QPTIMIZED [NTERPRETATION
Detection of CINZ«:
ASC-US+ fcale) LBC: §7.5 (73.2-958) OC: 478 (ThE-959)
LSIL+ [calc) LBC: BO.0 (54.4-50.9) CC- 732 (57.1-855)
HEIL+ LEC: 65 (50-50) CC: B0 [45-75)

* Specificity (95% D

= CUMNKAL READING.
Detection of CINZ+:
ASC-USe fcalc) LBC: B35 (B7.9-90.9) CC: 9018 (90.4-930
LSIL+ (ealc) LBC: 95.0 (93.8-96.0) CC- 95.7 (94.6-96.6)
HEIL+ LEC: 99 (98 to 99) CC: 99 (99 to 100)

- CPTIMIZED [NTERPRETATION
Detection of CINT+!
ASC-US+ feale) LBC: BB (B6.7-B08) O 894 (B7.9-909)
LSIL+ [calc) LBC: 93.1 (J18-94.3) CC- 945 [93.4-958)
HEIL+ LBC: 58 58 to 950 O0: 99 (99 10 99)

* Positive predictive valse [95% CI)

= CLUMICAL READING
Detection of CINZ+ fcalck
ASC-USe LB 151 (108200 CC- 199 (14.3-26.8)
LSIL+ LBC: 246 (17.0-335) OO J8.8 (204-386)
HEIL+ LBC: §1.2 (35.0-671) OC: 61.8 (438-T78)

= QPTIMIZED [MNTERPRETATION
Detection of CINZ+ cakk
ASC-USe LB 149 (108-201) O 166 (11.9-22.3
LSIL+ LBC: 213 (15.1-288) O 24.4 (1703300
HEIL+ LBC: 491 (350632 OF: 58.5 (421-717)

* Hegative predictive value [95% €I)
- CLNICAL READING
Dutection of CINZ+ (cakk
ASC-US+ LBC: 204 (38.0-00.7) CC: D06 (002000
LSIL= LBC: 992 (38.6-9906) CC: 99.3 (33.8-99.7)
HSIL+ LBC: 98.8 (98.2-99.3) CC- 283 (98.2-99.3)
- OPTIMIZED INTERPRETATICN
Dutection of CINZ+ (cakk
ASC-US+ LBC 207 (30.2-009) CC: 997 (49.2-89.0
LSIL= LBC: 995 (95.0-99.8) CC: 99.3 (33.8-99.7)
HSIL+ LBC: 992 (98.6-99.5) CC- 99.0 (98.4-99.4)

* False positees rate (35% C)

- CLIMICAL READING
Dretection of CINZ+ (cakek
ASC-USe LBC- 105 (91-12.0) COC: 8.2 (T0-59.6)
LSIL+ LBC: 5.0 (40-6.2) CC: 43 (3.4-54)
HSIL# LBC: 1.2 (0.7-1.8) OC: 0.8 [04-13)

« OFTIMIZED INTERFRETATION
Dretectiosn af CINZ+ (cakek
ASC-US+ LBC: 117 [10.2-133) CC: 106 9.1-121)
LS« LBC: 8.9 (57-82) CC- 54 [44-68)
HEIL+ LBC: 16 (1.0-2.3) CC: 10 (06-18)




Recommendation 5 — Cervicography as an adjunct to cylology (De novao)

b =
ne o

U
[

HARY 7| HEE FoH HSIRHZAMY D22 (Cervicography) 8 8 Ei=
HALEES ST HESNE J2E I SHIE2Z JEEHT F2U BEE SHHA B

E
QULCH (Level of evidence: Low, Recommendation: Weak)

Evidence table for recommendation 5

Categories Mo. of studies Rigk of Bias Inconsistency Indirectness Impracision Publication Bias Leval of Evidence
RCT 1 Sericus Sarious’ Mo Mo Mo Low
' More RCTs are needed.
(o] CHat WIF 2= HAEH pgs =0= sEHHas HHHa= Comment
Baldauf, 1995 | 1539 Prospective Cytalogy | cendcography + Cytalogy | cervicography + Cytology | cendcography Cytalogy © cenicography | The combination of both methods increases the
(21 study eytalagy eytalagy +eytalogy +eytaloay sensitivity of cervical cancer screening at the
=536% ;. TT% = O8% ; 95% = OR% ; 100% = G0% ; 44% expense of a high recall rate, of which cost
effectiveness has to be assessed
Autier, 1999 | 5550 RCT Percent with CINI-II besion The addition of cervicography to cytelogy in
[22] Cytology : cenvicography =cytology initial screening did not significantly decrease
= 0L75% : 0.53% the number of premalignant cervical lesions
RR: 0.57 95%C] (014~ 2.16) detected 1 year
Kirm, 2005 94 retrospective Cytology  cendcography scylolagy | Cytology @ cervicography Cytology © cendcography Cytalogy : Higher false positive rate and cost-effectivensss
[23] = 72% : T9% +eytalogy +eytolagy cervicography+ cytolegy | should be gven in lieu of with the pap test as
=64.6% : 51.5% = B4.6% : 66.3% = 720 674% an initial screening test clinically applying
CETVICDgram
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Appendix A (Evidence Table)

Recommendation 6 — HPV DNA test (Adaptation)

300/2+8 HEAWAME HPY 2AME =2 |ILLEN HPY 2828 NHHISEE D8 M, HPY &
AR SEAN OIEEE 210 DT HSH, 0M 0122 HEHM JE HES AT HEEHH
AMge B F I 2M ZF0H SEHE 20l= e SN FINE 2HCE =82 4 9
Ct. (Level of evidence: High, Recommendation: Strong)

Evidence table for recommendation 6

‘ No Mo High \

RCT B Mo No Ho
NTCC  Phase | [taly 43,19 25-60 35471 13725 2 3 35 HC2 v CC 0 ve O All women had CC alone in Round 2.
0 [25-29]

No women were excluded from Round 2 based on Round 1

histologic cutoomes,

Some women who did not comply with repeatl screening of
post-colposcopy followup in Round 1 were not invited to

Reund 2,
Finnish  Trial | Finland | 71337 25-65 59,757 11,580 1 24 33 HC2 with | M NA
[30-34) (mear) cytology  triage

€€} vs. CC
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NTCC Phase 1 | Haly 45174 25-60 33364 11810 35 HC2+LBC we. CC | CCwa CC All women had CC alone in Round 2.

25 26, 28

29 Mo wormen were excluded from Round 2 based on Round 1
histologic outcomes.
Some women who did net comply with repeat scréening or
poit-colposcopy followup in Round 1 were not invited to
Pgaumnd 2,

POBASCAM | The 44,938 30-56 44,938 MA 6.5 PCR+CC ws CC | PCR4CC wi | At Round 2, all wornen (both amms) had 16 protecel (HPY & CC

135,36] Hetherlan PCR+CC co-testing),

ds

Women with CINZ+ histology st Round 1 excluded from
analyses of Bound 2 results.

Swedescreen | Sweden 12527 3238 12527 HA 41 PCR+CC wva CC PCR+CC va. CC Second [—incidence] round screening occurred in the next

[37-39] (mean) sereening round under the Swedish cervical cancer sereening
program, scheduled 3 years after baseling, or other screening
not complying with the study protocol.
Mo exchusions from second round reported based on first-
round histalogic cutcarmes

ARTISTIC [40- | UK 24,510 20-64 19344 5,165 T8 HC2+LBC  ws. | HCZ#LBC vs. LBC ‘Women with CINZ+ histology at Round 1 escuded from

43 LBC analyses of Round 2 results
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Recommendation 7 - Screening interval (Expert consensus)

WhHO HECE 2% J=3R0284E % =232 SHES 2401 ML dgd3Me =
Jig HAEEZE #HE A& FINE HESE SIH =F2 HAHE OO SHE 2 CAl AEE0.
{Level of evidence: E, Recommendation: Weak)

Recommendation 8 - Hysterectomized women (Adantation/Expert consensus)

NZAFE T UZHE=EE AYE HAy 3R Si0c: E=sk 20U S 0lag #E
0 Y= RO HLE WM LdEA2 ZUE & = fe FFHs SHAME TSEL (Level of
evidence: E, Recommendation: Strong)




(1) ASC-US

Recommendation 1 (Adaptation)

DT HEA B ASC-USE LUigiE 33 2230 AT HZ2AE MEE = UCh

(Level of evidence: High, Recommendation: Strong)

Recommendation 2 (Adaptation)

=T HEAM FAI ASC-USE LIEE 35 HPY HAE AM8EE = Q0. (Level of

avidence: High, Recommendation: Strong)

Recommendation 3 (Adaptation)

=S HEHA FAI ASC-USE UgEtE A2 S2AX0 JE8lE M (colpscopy) B A& E

2= 2UCH (Level of evidence: High. Recommendation: Strong)

Evidence table for recommendation 3

Categories Mo, of studies Risk of Bias Inconsistancy Indirectness Impracision Publication Bias Level of Evidence
RCT 1 Ho Mo Mo MNe Ho High
44
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The  ALTS | RCT 3438 women | L Immeding celposcapyilC)
group, 2003 with ASCUS 2. HPY triage anm : if the HPY test was positive o not Senstivity for CIN 3 Referral to colposcopy
[45) performed (missingl, or if there was an ALTS clinical | | 1€ 536% 100.0%
center enrollment cytology diagnosis of MSIL or a | | HPV triage 723% 556%
glandular abnormality — colpascopy M 54, 6%% 123%
3. Conservative managernent [Ch) amm only women P-value o1 = 001
with a eytology diagnosis of HSlL= colposcopy Performance of management strategies for detection of curulative histologic diagnoses of CIN grade 3
Follow-up that used repeat cytology is sensitive at an ASCUIS referral threshold but requires two follow-up visits
Ferris, 1998 | Prespective ASCUS 168 L Repeat Pap smear Detecting CINZ and CINE in women with initial ASCUS
(48} cohert study LSIL 110 2 HPY DA assay Test Sensitivity Specificity PRV MPY
] %) %) (%)
Regeat Pap
ZASCUS 700 44.7 74 960
zLSIL 2000 B85S a0 4.4
HEW DA 00 647 86 95.5
Pap and HPV DN&
Qne or both positive 00 a7l 5,54 952
Bath positive s0.0 T4z plL: ] 95.9

The repeat Pap smear triage threshold was expanded to include persistent ASCUS as abnormal, 83% of the women with CIN
273 were detected.




3L 27| 2712 9IgH R UDO
Manos MM, | cohort 995 women | 1. Repeat cytology Predicted outcomes of triage strategies
1999 [47] with ASCUS | 2. HPV DNA test Strategy Referred Colposcopy Senitivity for HEIL PRV NPV
far HSIL fer HSIL
Between HPY test 395% (364-427) E9.2% (7B.4-95.2) 151% (117-19.3) | 988% (97.4-99.5)
Cetober 1995 Repeat Pap =ASCUS | 389% (358-421) T6.2% (63.5-85.7) 129% (9.8-16.8) 974% (95.7-98.5)
and June 1996,
Triage based on HPY testing only o on repeat Pap testing only would refer similar proportions (approximately 39%) to
calposcopy. The sensitivity of HPY DNA testing for HSIL was equivalent to, if not greater than, that of the repeat Pap test.
Lonky MM, | Observation 278 wemen | 1 Colpascepy Hybrid Capture 11 for CIN regardless of grade
2003 [48] with ASCUS | 2. Hybrid Capture Il Sensitivity (%) Specificity (%) PPY (%) NPV (3]
574 612 61 790
Although less comphicated than colposcopy, the Hybrid Capture [ triage algorithrm for ASCUS will under-diagnose sarme
women with high-grade CIN, when compared with colposcopy
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Recommendation 4 {(Adaptation)

T2 HEZHA 2UI ASC-USE L& MEild HELA2E FEE 2ME AE = ZZAMNML 2 U288
SO S 0162 HHOE MOE H2 128 2 HPY ZAHE AMBSIHLE 6HE HHSE 28 H IZHE HE
HAE MM J0 HEE $+ UL (Level of evidence: Moderate. Recommendation: Strong)

Evidence table for recommendation 4




leranirms,

2005 [49)

5055 women
in ALTS (3483
ASCUS, 1572

L5

Repeat Cytology Interpretation by Pap Time Interval in Weomen with CIN3/Carcinoma Histology

Mo of days between referral cytology and enraliment cytalogy Neo. (%)

Repeat cytology interpretation | #-30 31-60 61-90 $0-120 171-184 Tatal
Unsatisfactory 220 1i04) - - 3 (0.6
Megative 12 (119 35151) 12 (10.3) 7135 TR T3(135)
ASCUS 26 (25.7) 46 (19.8) 23 (188) 12 (231) & (15.0) 112 (207}
L5IL 2827 T2 (3100 34 280) 15 (288 10 (25.0 159 (29.3)
HSIL 3BEn T8 (338) 49 @41.9) 18 (348 17 (42.5) 195 (36.00
Total 101 {100.0) 232 (100.0) 117 (1000 52 (100000 40 (100,00 542 (10000

WViral Load by Pap Time Interval in Wornen with CIN3/Carcinoma Histology

Ho. of days between refermal cytolagy and enroliment cytology/HFY DNA test Mo, (%)

Viral load 8-30 31-60 61-30 91-184 Total

<1 & (6.4) 16 (7.1 & (54) 5 (5.8 33 (B4)
1-100 32 (3409 75 (332) 46 (41.1) 36 (414) 189 (364
= 100 56 (55.6) 135 (58.7) &0 (536) 46 (529) 297 (5721
Total 94 (100.0) 226 (100.0) 112 (100.0) &7 (100.0) 519 (100.0)

Short Pag interval (range, 15-120days) does not significantly affect the quality of liquid-based repeat cytology, nor the viral koad tested from a residual liquid-based

spacimen,
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Guido et al

2003 [50)

2-year
prospective

follow-up

Total 1539

WOmen

881 women
with  ASCUS
who werd
OROOGEnE

HPY DA

HPY-

ASCUS)

658 women

with LSIL

1 Repeat
cytology
2 HPY  DMA

testing

Performance of repeat cytology in postoolposcopy management of women with CIN grade 1 or less

Management strategy Sensitivity of detection of subsequent CIN grade 2 or 3 (% [95% ) ] Women who wowld be positive (% [95% )
Repeat cytology at ASCUS threshald

1 T6.7 (TD.2-83.3) SL7 (49.1-54.3)

2 B30 (B2.9-93.1) 636 (B1.1-66.1)

3 95.1 (91.6-98.6) T0.0 (67.5-T15)

Performance of HPY DMA testing and cytology at & months or 12 months in posteplposcopy management of women with CIN grade 1 or less

threshold

Managerment sirategy Sensitaily of defection of subsequent ON grade 7 or 3 | Women who wowld be positive (% (95% Cf)
% [95%
At 6 mo
HFW DA testing | 909 (85.0-95.1) 624 (59.6-65.1)
HPW DINA, testing and cytology at ASCUS | 93,7 (884-57.1) T4 (69.8-74.9)
threshold
At 12 mo
HPY DiNA vestang | 92.2 [85.7-96.4) 55.0 (51.9-37.9)
HPW DA testing and cytology at ASCUS | 94.58 (89.0-98.1) 641 (61.2-67.0)

These results suggest that either a single HPV test an 12 months, or repeal cytologic examinations at a threshold of ASCUS would represent reasonalbble alternative

followup strategies for wamen with CIN grade 1 or less at colposcopy and directed biopsy
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Recommendation 5 (Expert consensus)

ASC-US =T THE |3 MBS 6 232 28 @25 U2ER HEIMI SEY22 U2HLL
T2JRG 0 S HPY A 201N a0 M@ HA D2OBEOZ S0 2 UL (Level

of evidence: E. Recommendation: Strong)




Appendix A (Evidence Table)

(2) ASC-H

Recommendation 1 (Expert consensus)

N2 HEAN 20 ASC-HUHIA AHES OB & U222 ZZIMUAMH SE= 0142
N2 A0 S20| 2T 2 32 HEHAM ¥ EZHA SCA0S2 THE? BEE A
g = 2UCH (Level of evidence: E, Recommendation: Weak)

Recommendation 2 (Expert consensus)

N2EF MEZA ZWoF ASC-HHIM ABE F&H0Z 8 UHSFF ZRAMNM ESZ 01¢2
=T A0 S0 SHEI HE AT 6HE AA2E 23 Hu2 HZHAMS FHUE A

HE AHE = 2UCH (Level of evidence: E, Recommendation: Weak)

Recommendation 3 (Expert consensus)

I2EF HEZA 00 ASC-HHIM MBS 2&80Z 3 H=23%F MM SEX 083
U= HOILH S20| AT HE AR 6HE AHHSE 23 W02 AEHE HEZAMZ B
BOE 2FAMHA B0 H2 Ha HdEAMN ZRIMSI S0 £ UL (Level of evidence: E,
Recommendation: Weak)




(3) AGC

Recommendation 1 (Adaptation)

N2FF HESAN ZWI AGCE UTE 3P HPV SAME Al8g % 2ACH (Level of svidence:
Very low, Recommendation: Strong)

Evidence table for recommendation 1

Observational study 1 MNe MNo no Serlous | No Very low

' Further study is needed due to small number of study population.

HA HPY types were detected in 33 of 161 AGC Pap tests

Mulham, Retrospecthve 161 AGC Pap tests Type=-specific human (20.3%). Types 16 and/or 18 were detected in 13 samples
202 [54] | review Botwoan April 2008 and | papillomavirus (HPY) ORA (8%). Eight othar HPY types were datectad in 1-4 samples
February 2008, each, HPY-associated disease was diagnosed in B AGC cases(B%) with available histalogy results,

The sensitivity andspecificity of the HR HPV test were B7.5 and 90%, respactively. and the nagative predictive
value (MPV) was 99%, For a test that can isolate HPY types 16 and 18, the sensitivity and specificity were 62,5
and 100%, respectively, the positive predictive value (PPV) was 100% and the NPV was 97%,

HPY testing identified 11 (92%) of 12 wamen with histologically confirmad HSIL and all five with AIS(100%), A
Ronnstt Retrospective | 137 AGUS HPY DNA test high-grade intraspithelial lesion or carcinoma is detected in approximately 14% of women with community-

1999 [55] reviaw based diagnoses of AGUS who are referred for immediate evaluation. HPY DNA testing may permit improved

management of women with AGUS
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Recommendation 2 (Adaptation)

ISR HEZAM S22 AGCE LIgE 37 Y 2ME 78 SRUZ M U= U332 £

Ot (endocervical curettage), =Y EEAAHE A0 8L (Level of evidence: Very low,
Recommendation: Strong)

Evidence table for recommendation 2

Very low




Jones, 2000 [44] | Retrospective | 16,132 patients with | observation Finally, 55.1% of patients with a diagnosis of GIL and 62.3% of all GIL patients undergoing a procedural follow-up received one of
reEw gynecologic cytology the following 3 procedures: repeat smear, biopsy and endocervical curetting/sampling, or endometrial and endocervical
diagnoses of curetting/sampling.
carcingma, high=
grade  sgquamous Case and Patient Characteristics by Diagnosis Categories
intraepithelial lesion, glandular intraepsthelial lesion, %
low-grade  squamious {n =198)
intraepithelial  lesion, Initial fallow-up type
or glandular Only endacervical curetting/sampling 66
intraepithefial lesicn Biopsy only a1
Biopsy and endocervical curetting/sampling 177
Endometrial curetting/samphing a1
Endometrial and endocervical curetting/sampling | 106
Repeat smear 268
Cervical conization/LEEP 20
Hysterectamy 25
Caher procedural follow-up 40
Chhieng, 2001 | Rewrospective | total of 30036 Pap | 110 patients (B2.7%) had histologic follow- | Methods of Histalogic Evaluation
[56] review smearsirom up (including cenvical biopsy, endocenical Methods Mo, of patients (%)
postmenopausal [EC] curettage. and/or endometrial [EM) | | Cervical biopsy and ECC 28 (25.5%)
women  between | biopsyl.23 patients (17.3%) had repeat | | Ecc only 10 (8.1%)
1995 and 1997 smears EMB and ECC 24 (2LE%)
EME anly 21 (19.1%)
154 AGLIS Cervical biopsy, ECC, and EMB | 1% (17.3%)
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Vaginal biopsy 32T
Hystefectamy 5 [4.5%])
Total 110 (100%)

Thirty-six of 110 patients (32.7%) were found o have a clinically significant lesion (defined a5 a prenecplastic or neoplastic,
glandular or squamous lesion] on subsequent histodogic follow-up. Mineteen patients (53%) had glandular lesions (15 EM
adenocarcinoma [ACA] cases, 2 EC ACA cases, 1 EC adenacarcinoma is situ case, and 1 EM hyperplasia case). Seventeen patients
[47%) had a squamous intraepithelial lesion (51L) (6 cases of low-grade SIL 9 cases of highgrade [HGIL]. and 2 cases of squamaus
cell carcinoma). Among those patients with repeat Pap smears, five patients had persistent AGUS/atypical squamous cells of
undetermined significance and one patient had an SIL.

Sharpless, 2005 | Retrospective | 477 women with an | 1.Comgrehensive imitial evaluations: | Women with an AGC-US Pap test that was subdassified as malignant-appearing had hégher rates of histologic and

157 ey AGC-US  Pap  test | Colposcopy and an endocervical curettage | comprehensive evaluations than women with a benignappearing or unspecified AGC-US Pap test (P < 01)
from 1998 to 2001 with of without & cervical biopsy. Far
wormen aged 35 or clder a comprehensive
evaluation also included an endometrial
biopsy

2. secondary evaluation: diagnostic cone
biopsy




(1) LsiL

Recommendation 1 (Adaptation)

N2 HMEZAMHAM LSILE L2 GE2 £t A= BS80S 2AN 4 ZHED, (Level of
evidence: Very low, Recommendation: Strong)

Evidence table for recommendation 1

ACT 1 No Mo no Sarious ' Mo moderate

! Validation of “Imprecision” is not possible.

ALTS A total of 1572 women | 1. Immediate colposcopy(IC) Performance of management strategies for detection of 2-year cumulative histologic
(ASCUS= with a community= | 2. HPY triage arm : if the HPY test was positive or | diagnosis of CIN grade 3
L3IL  triage based L3IL | not parformed [missing). of it there was an ALTS
Sensitivity for CIMN 3 Reterral to colposcopy
study). interpretation clinical center enroliment cytology diagnosis of
_ (e 55.9% 100.0%
2003 [80] HSIL or a glandular abnarmality — colposcopy
HPY ¢ 65.0% B5.3%
Enrolled in Jan 1997- | 3, Conservative management (CM) arm: only fage
A% 18.8%
Dec 1998, concluded | women with a cytelogy diagnosis of HSIL— oM . 98
P-value 0.6 <001

I Jan 2001 colposcopy
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Recommendation 2 (Expert consensus)

N2 HEZESAZ LSIL =5 & A BIHE 2tH 25 ¢ NSHE HEZMN 25 B&0H
Lb, 127080 AI®E HPY A0 SSE01H Ha SgHA T2 CE S0k & UL (Level of
evidence: E, Recommendation: Strong)




XtZZE0F X7| ZHXIL 96t XIZH DOt

(2) HSIL

Recommendation 1 (Adaptation)

=222 HEZZAA HIILO L2 32 J0E HAME MEET @0 S0 Jog f8
Hig(l235 d45E e, AFEH)E MY 3 AL (Level of evidence: Very low,
Recommendation: Strong)

Recommendation 2 (Adaptation)

AN2ER HESMUMH HSILO L2 2H0Ad 2203 &6 N2EF ZZRZMHAL SEXZ 0122
N2 A S0 AT HE =2 U2 WIS L0 AMBET S0 M 22 3
HEs MBE = 20 (Level of evidence: Very low, Recommendation: Weak)

Evidence table for recommendation 1

|MM 1 ne Mo no Sorious’ Mo Very low |

! alidation of “Imprecision” is not possible,
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Humnum, Prospective 51 women with HSIL Colposcopy and immediate LEEP | Histologic results of the LEEP specimens
2005 [63] obsenational LEEE rasulls Patients The use of a see and treat protocol for patients
study HSILICINE) age 19 Mormal 4 (8%) with HSIL (CIN 2) Pap smear results may be an
years of  old CIM 1 4 (8%) acceptable treatment option because of a high
willingness to undergo CIN 2 18 (35%) incidence of CIN 2 and CIN 3.
a LEEP procedure CIN 3 25(49%)
Holschneider, | Prospective 4000 women with Algarithm I: Colposcopy of cold Cost of conventional akgorithm
1995 [64] obssrvaticnal HEIL knite conization Comnventional algorithm Costi$) A see-and-treat approach to the management
study (1000 individuals ware | Algarithm 11! substituting LEEP for Algerithem | HO9.405 of women with high-grade SIL. although
placed in @ach of four | cold knite conization Algerithm 11 610,484 incorporating  more  procedures,  offers
algorithms) Algorithm 1l1: substituting LEEP for Algarithm 111 674,830 significant cost savings over conventional
cold knile conization and Algorithm IV 531.281 management algarithms.
cryotherapy
Algorithm IV: using LEEP
Cost of “ses—and-treat” intervention
Dunn, 2003 Case control study | 100 women with HSIL | Colposcopy and immediate LEEP Category Charges ($) The "see and treat: protocol for patients with
[85] LEER/COMNE 51.889 HSIL was an cost effective management,
Pathology 11.427
Total 63.316
Traditional evaluation %0.208
Saving with see—and-treat 35,982




Recommendation 3 (Expert consensus)

N=d5F HIEZAMHAM HSILO| U2 2IHHAM 28H0HE 8 d=235F MM S8 022
N2HEE S S0 HAHADN U2 HF HESM ¥ EXZA S20E WHAE B &3
O & <4 SUCh (Level of evidence: E. Recommendation: Strong)

Recommendation 4 (Expert consensus)

=R HEHAMUML RSILO Lig #HHA 280E o =238 MU EST: 02
=T LU S0 RAET He 2 6HE AA22 5 e AR A B0 BME

Mg £ 2UCH (Level of evidence: E, Recommendation: Strong)

Recommendation 5 (Expert consensus)

NH=d5F HEZAMHAH HSILO U=E SHHAM ER0E & =235 Z5HMHAM S8k 0122
N23T L0 320 HAHLT) U2 I £ DUE 7 6HE LHIFSE AHE 5 HO M
HAMD EBE0E MM B4 32 B dE8dM Z2IEEE HEBE = RO, (Level of

evidence: E, Recommendation: Strong)

Recommendation 6 (Expert consensus)

EHeE A 2 2 HE 252 28 F28 @ + 2= H2 6ME F MZIAME AMEEHU
1208 = HPY ZAME AMEE £+ UL (Level of evidence: E, Recormmendation: Strong)
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4. HPY DNA tests

Recommendation 1 {Adaptation)

30M Ol&2 HES SR HdEHAMNM AFES H0I2A: 2MEE LSS HEZMNES
el & & QICH 2Lt USES HEZHAS fS4842 22 + 2 H2W ¢UKSFSE H0l22 &
ME SAMN A® & & 2CH (Level of evidence: High, Recommendation: Strong)

Evidence table for recommendation 1

igras 2005 [68]  Consecutive series Hybrid HSIL+ 13842 il 2002 e HC2 (HA): B.2%  JCIN2: 1.5% [Cetection of CIN2+
HC2 performed on Cacture 2 Mean age: 44 yr  Danvary 2004 LBC (ASC-US+) JCINI: 3.7% 42 97.0 (91.8-89.4) HC2 §2.4 (91.9-92.9)
Fesidual LBC sample frange 17-53) [3.6% : 0.2% ovtalogy B6.7 (48.6-88.2) [Cytology 96.0 (06,6~
=30 years: §.4% [:.m carcinoma: 0 kra




[foliowed by CC

() Focus on Pap: CC
lellowed by HC2

[Both scraaning lesls
ncluded in aach arm
jorder of collecticn was

randomized

K957 Focus on
HPY

=30 yr: 38.5%
pi0=49 yr: 35.0%
[50=59 yr: 20.4%

[Eo-83 yr: B.1%

February 2005

[E.8% in Focus on

Fap

CC [ASC-USe):

E.7% in Focus on

HPY

[3,0% in Focus on

Fap

Cylology 56.4 [85% CI NR)
HC2 & Cytology 100 (95%

IC1 NR)

FIR)
Cytology 87.3
[95% C1 NR)

HC2 & Cytology

[32.5 (25% CI NR)

R
[Cyilology 8.5
195% CI NA)

HC2 & Cytology

5.5 (95% CI NR)

Fulasingam 2002 IConsecutive seres Hybrid ICINZ+, K075 Coacember 1987 HCZ (HR): 28.4% JCINZ: 4.9% Detection of CINZ+
[&9] [5wab of cervix collected [Caplure 2 & JCIN+ Plean age: 25yr  Ro Oclober PCA (HR) 18.3% JCIN+: 8.6% HED 62,7 (31.4-93.2) HC2 83,0 (78.8-87.2) MR MR
laiter cylology for HCZ o0 PCR (S0 5.7) (2000 LBC (ASC-US+): JOIN3+ [comected for [ualogy 38.3 (18.3-62.3) [oviology 85.4 (84.7-
IFCR testing (<30 yr! 81% 16.6% jeolposcopy HC2 & Cytology 36.3 ba8.3)
paftar Jan 2000, =30 yi: 18% jattendance and 118.3=63.3) HC2 & Cytology 95.0
JHCZ perlarmed on leerification bias) (93.0-06.4)
pesidual LEC sample [3.2% Detection of CIN3=
HCZ2 BE.O (59.7-96.9) HCZ 83.0 (T6.8-87.1) NR HA
Cylology 49.7 (32.9-71.5) [Cytology B5.4 (B4.8-
HC2 & Cytalogy 40.7 j38.1)
132.9=71.5) HC2 & Cytology 94.7
|52.8-96.1)
[CCCast 2006, 2007 JACT with 2 arms Hybrid CINE+ (5.020 Focus on  [September HC2 [HR): 6.3% nJCINE+: 3.0% Datection of CINZ+
[70.71] 1] Focus on HPV: HC2  [Caplure 2 [Fap 2002 to Focus on HPY HC2 87,4 (95% CINR) HC2 94,3 (55% CI HC2 7.0 (85% CI HC2 100 (95% C

HA]

[Cytology 98.8
[85% CI NR]
HC2 & Cylolagy

100 (95% CI NA)
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HC2 & Cylology

HC2 & Cylology

[Caste 2003 [17) [Consaculive Senas, split [Hybrid CIMZ+ 1,323 HC2 S Eplamisas HCZ2 (HR): 16.02%)CIN2 ar CINZ: 2.0% Datection of CIN2+
[sample [Capiure 2 1,757 CC & LBC 1999 to May LBC (ASC-US+): firvasive cancer: 0.3% bco of (88-100) 02 B85 (B3-87) =] MR
LBC slide prepared from Mean age (50 R000 21% Cyiology 85 (50-80) [Cytology 58 (98-58)
jCC sample and HC2 3.3 yr (11.1]) CC [ABC-US+) HC2 & Cytology 76 (58— HC2 & Cytology 57
la=say parformed on 10.0% bzt [07=08)
pesidual sample from LBC
[Cardenas-Turanzas [Consecutive seres, split Hybrid JCIMZ+ 1,850 [Octobar 1998 MHC2: 7.9% JCIN 2/3 or cancer: Datection of CINZ+
2008 [72] lsampla Capiure 2 Plean age: 46.7 yr lo Novemiar CC (ASC-US+) Soreening 1.5% HC2 BS (41-88) 0T 53 (81-85) HCE 17 (85% C1 HC2 59 (95% CI
2005 % Dlagnosis’ 25.6%  Iaalogy 44 (20-70) oviology 84 (52 - JA) 4R
j35) ICytolagy 12 Cyilolagy &5
95% ClI NR) (95% CI NR)
Patry 2003 [73] IConsaculive Senes v brid | e 7,908 [Cecembar 1208 MHC2 (HR): §.4% JCINZ+: B 8% Datection of CIN2+
HCZ sample collected  Caplure 2 CIN3+ Mean age: 42.7 yr fo December  [CC [ASC-US+):  JCINI+ 6.9% HC2 678 (88.3-54.T) o2 953 (835 oz i0g(s2- HC2 100 (853
following CC samole at [P0-60 years: 2000 B.1% Cytology 43.5 (30.0-58.0) Jo6.6) 14.2) 100])
[pame visdt [F4.6% HC2 & Cytalagy 100 Cytelagy G8.0 Cytalagy 1.4 Cyinlagy 99.7
193.7=100) [96.7=98.8) [7.5=18.8) |98.7=080.9)

HC2 & Cytology

HC2 & Cytology

j94.0 (03.1=-96.2)

HC2 & Cytology

3.4 [6.2=11.4)

3.8 (81.8-95.3) P.EES-11.3] PR
Datection of CINI+
HC2 07,3 (83.2-99.6) 2 95.2 (93.4- 02 8.7 (6.3- HC2 100 (55.3-
Cyinlogy 48.0 (30,8-61.9) |96.5) 11.8) 1000
HC2 & Cytology 100 Cytology §8.0 Cytology 9.7 Cytology 8.7
193, 7= 100)= (56.7-98.8) (6.1=15) |58, B-99.9)

HC2 & Cytology

100 [88.1=100]

03




Recommendation 2 (De novo)

ISS HEE WHE AT ¥ Z0|S= AMEE 210 HI=SH, == YASE LIEHNI @O
E20H 2RSFSHOHAE 5D SN AL HOME ARSFSHOIZH A FAHHybrid capture
assay)® QIRSEE HI0IMA SELEFAMHPY DNA chip, PCR test)dt S28iH MEE = UL
{Level of evidence: Low, Recommendation: Weak)

Evidence table for recommendation 2

‘ Observational study a Mo Ho Mo Ho Mo Low \




fror

fusy aosion

[rest modasty

me IBIUWDM

[Test posativity Fﬂm

———

eollected following

ICC sample at same

V180

ichip
HFY genotyping by

iquid baad anay

OMA chip: 84. 7%

lLiquid bead array:

OMA chip: B2 4%

|Liguid bead array:

BE.5%

Castle 2011 [79] [Consecutive serles  Jlguid-based JCIM 3 or May 27, 2008, 1o [Datection of CIN3+
kol ATHEMA study leytology and HPY worss Jug 27 Cobas HPY test! [Cobas HPY test! [Cobas HFY 1881 [Cobas HFY 1ast
[P testing. 75.1% (58.4=04.1)  §90.2%. BD.9-80.5) [7.1%(6.2-7.8) 5. 7950, 4=100.0)
jcobas LBC: 43.2%(32.1= LBC: (94.0%, 03.7= JLBC: 6.6%[5.5~7.8) LBC: 29.4% (590, 1-99.6)
=P test 55, 5] 4. 2)
[Datection of CIN2+
Cobas HPY test: [Cobas HPY test: jCobas HPY 1as1 jCobas HFY 1ast
51, M %(48.0-TB.9) 90.5%(, 90.2=20.8] N0.6%(9.6=11.8) 09, 2%(98. 7=99.T)
LBC: 35.9%( 27.5- LBC: 94.1%(93.9- WLBC: 10.1%(8,7-11.3) JLBC: 58.8%(58,3-99.2)
[ 46.6) 94,4}
loha 2011 [78] IConseculive series  HCI =t 24 Fabruany 1o Crearall
HCZ sample HEV genctyping DNA Dclober 2006 I 85, 3% HCH: 42 9%

[Bang 2012 [78]

[Consaculive Series

HC2 sample

feollected following

ICC sample at sama

Jdeu

HC

Lingar Asray, DMA

chip

fype-specific

poiymarase chain

Feaclion, s&quancing

High rigk
P, CIM
[cancer

Hur&

To October 2009

0. 5% DA

chip: 80.5%, PCR:

190%, Saquancing

100

HCI: 50.5%

LA 10.5%

[CHA chip. 26.3%.

FCR: 18.2%

Eequencing: 1.4%

LA 30.5%

ICHA chip: 35.2%.

FCR: 33.3%

[Sequencing: 33,6

DHA chip: 86.2%,

FCR: 80%,

Gegquencing: 100

05
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Recommendation 3 (Adaptation)

PRFEH02L 28 SEH0D B4 2R HESIME 20l 32 URSESH0IHLE FET
B OHME ARER = USH, 16, 18Y Hi0ldL 24 JR EE 23R I S¢Sz M
g Jisgl =22 2AEY HEZNMN 2EHH SHOAE 2AME FI2 AGMOE &CH 16,
189 219 DR UL USSHAH REANEE ZEE AT 1YW R URFEU0AL Azt
QIRSEH0IHL RELE 2AMI TS0 2O (Level of evidence: Low. Recommendation:
Strong)

Evidence table for recommendation 3

Ovservational study

Wright. 2012 [ATHENA, | 5105 HPV+/ cytology = AMPLICOR & LA | COBAS HPYV | CIN 2+ (estimated RA) HPY 16 vs. HPV=, 16.3: HPVIE+/HPV18+ va. HPV=, 13.7: HPV18+ vs. HPV~-, 8.4

[&3] sludy) HFY CIM 3+ (astimated RR) HFY 16 va. HFW=, 42.00 HFV1E+/HPV18+ va. HPV=, 35.0; HFV18+ vs. HPV=, 20.5

Kimer. 2010 | Cohort (Danish study] | 8856 general population. | HCH HFY PCR CIM 3+ HFW 16, 26.7%: HPV 18.18.1%: HPV 31, 14.3%: HFYV 33, 14.8%

[8a) 12 yr follow up HPY 16+ parsistance, 47.4%: negative HC2, 3.0%

Khan, 2005 | Cohort study (Halser- | 20514 normal  ASCUS. | HEN HPY PCR CIM 3+ (cumulative incidence rates)

[75] Permanante  health | LSIL an 10 yr follow up HFY 16+, 20.1 (8.7=-30.6) HFYV 18+, 15.4 (0=31.7] HPV # but 16=/=, 1.8 [0.6=3.00)  HR HFV =-_ 0.5 (0.3-0.8)
glan)




Appendix A (Evidence Table)

5. Special situation (Adolescent/Pregnant women)

Recommendation 1 (Adaptation)

Bl M2 =2 HE A ZI ASC-US E= L3ILE B20=s HPY A AIME
T g=h (Level of evidence: Low. Recommendation: Strong)

Evidence table for recommendation 1

Observational study 3 Ha Ho Mo Mo Mo Low

Brown 2005 | Prospective 60  adolescents | Exclusion: pregnancy 1. HPY DA test (Roche PCRfreverse blot | Cwverall HPY positive rates: 45.3%
[88] cahart study aged 14-17 years strip assay) every 3 months {HR HPV: 38.6%)
2. Cytology every 6=12 months Multiple HPV infection rates: 55.9%
Median F/U time: 2.2 years Curnulative prevalence of HPYV: B1.7%
Selors 2003 | Prospective B21 women | 54 HFYV positive and 253 | 1. HC2 Cwarall incident HPY infection rate 11.1%, with the highest rate of 25% in girls aged 15=19
[88] obsenvalional randamly selected | negative wamen a1 basaling Median F/U interval: 14 months between visits | years.
study &t visit for | Extlusion: lkess of follow=up HPV Clearance rate in gifls aged 15-19 year: 50% a1 average 14 month follow=-up
cytology
Ho 1998 | Prospective 608 students Inclusion: mean age 2023 | 1. HPY PCR and southenn bt Incident HPY infaction in womean with negative HPY at bassline: incréased at younges age, RR:
(28] cbservational years 0.9 (0.8-0.8)
study F/U: evary § months for maximum 3 years Persistent (6 months) HPY infection: increased with age. RR: 1.1 [1.1-1.2)
HPY clearance rate’  T0% by 12 months
HFY persistence rate! 3% by 24 moniths
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Recommendation 2 (Adaptation)

3. 24l S0 HEZ NH2EFY ME AN 23 ASC-US = L3ILE E2MH =2 = A
A (Colposcopy)= 2HEEICE, (Level of evidence: Low, Recommendation: Strong)

Evidence table for recommendation 2

Obaervational study 2 Mo Ho Mo Ho Mg Low

Retrospactive Inclusion - 468 with | Colposcopy with or without blopsy OF 489, 78 patients  bicosied / 31 (38.7%) CIM 1 /7 20 (25.6%): CIN 2.3 / 27 (34.6%): negative
[&a] study women with | ASC-US, LSIL Of 1268, 60 patients blopsied / 12 [20%): CIN 1 7 31 (51.7%): CIN 2,3 /17 (28.3%)° negative
abnarmal cytology =128 with ASC=H, HSIL Mo case of invasive cancer
Fader. Retrospective 1.079 pregnant 1, Antepartum colposcopy Antepartum refermal Pap
2010 [91] | cohorn study women with at least 2. Postpartum colposcopy 1. ASC/LSIL (n=511) — Overall regression rate to normal: 325 (84%)
1 cytology  and = CIN1: 14T [28%) / CIN 2, 30 38 (8%) / Cancer: O (0%]
colposcoplic Median F/U time: 15 months (1-45) 2. HSIL (n=104) = Cwerall regression rate to normal: 55 (53%)
axarnanation = CINY: AT [18%) / CIM 2, 32 32 {31%) [ Cancer: 0 (0%




Appendix A (Evidence Table)

Recommendation 3 (Adaptation)

4, @l =0 HAild AEE N2 ZEHML ZEEX U222 240H S Olae o
=SUC FF JNCE FHE FHEE =0 RE HIE = ACH (Level of evidence: Low,
Recommendation: Strong)

Evidence table for recommendation 3

Observational study 2 Mo Ho Mo Ho Mo Low
‘Viahos 2002 | Retrospective 208 peegnant women | Inclusion: T8 with | F/U Persistence: 30 (38.4%)
[82] study with abnormal | histologicaly proven | 1. Every &=10 weeks during pregnancy by | Regression: 48 (61.6%)
cytalogy CINZ=3 cytology and colposcopy No case of invasive cancer dufing F/U

2. Ae-assessment B=12 wesks postparturm

Serati 2008 | Prospective study | 7B pregnant women | Exclusion: HIV inection, | Antenstal F/U: At baseling:

[83] with histological CIN positive history for CIN 1. colposcopy with or without biopsy CIM 1 [n=42), CIN 2,3 (n=28}
2. Pap smaar Postpartum FiU:
3. HPY typing 1. 36 women with CINZ.3

18(52.7%): persistent CIN2.3 10 (27.8%): complete regression
Fostpanum  colposcopy B=12 weeks after | T (19.5%) regression to CIN1 Mo case of invasive cancer
delivery 2, 42 women with CIN1

29 (89%): regression / 7 (16.6%): persistent CINT 7 B (14,4%): progression to CINZ,3
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Appendix B
Flow chart of screening guidelines

1. ASC-US

W
(+) Colpascaopy

i—3 H Screening I
Repeat Pap
m_ _—
= ASCUS I—[ Colposcopy ]
—)[ = ASCUS }——[ Colposcopy ]
—_—
v I e BN o B

i EraE atizm [ |
- = ; e mor .
Colposcopy S _.'[ {+) }_l Colposcopy I
M1
R

Screening

= ABCU SH_CH! pos :npyJ
= ASCUS Colposcopy

—p-l_ CINZ/3 J—I[ LEEP/ Destructive therapy § Conization I

Repeoat Pap
ate m

SatisTactory
Unsatisfactory

Repeat Pap
ate m —

Pap: Papanicolaou test, ECC: endocervical curettage, m: months, Bx: biopsy, LEEP: loop electrosurgical excision procedure
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2. ASC-H

Cervical Bx.

Mo lesion
soon

!

(=3¢
na Bx.

= ECC

Satiafactory |—

M

Unsatisfactory

===y

Slide
rewiow

q & m till 2m
Consecutive negative

L4
Repoat Pap & calpntcnpy,]

f?._'lu'ltl

LEEF / Conizaticon ]

Repeat Pap & Colposcopy q 6 m
till 2 consecutive negative results

LEEP / Conization I

LEEP / Destructive therapy !/ Conization ]

Conlzation / Hyatlerectomy ]

Yy
'

Bx: biopsy. ECC: endocervical curettage,

electrosurgical excision procedure

CIN: cervical intraepithelial neoplasia, Pap: Papanicolacu test.

LEEP / Conization J
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m: months,

LEEP:

loop



3. AGC

| =
HPYV tost

Endomeatrial

biopsy

ECC: endocervical curettage, HPV: human papillomavirus, CIM: cervical intraepithelial neoplasia, AlS: adenocarcinoma in situ,

Repeat Pap & HPWV test at 6 & 12 m ]

= LEEP/ Conization (c)

—bl AGC favor neoplasia l

= AGC-NOS

L

e

Pap:

Papanicolaou test, m: months, LEEP: loop electrosurgical excision procedure, AGC: atypical glandular cells, NOS: not otherwise specified

() Endometnial biopsy can be omitted il the patients have conditions described below.

endometrial cancer), (3 no abnormal wterine bleeding, (4} no atvpical endometnal cells

(b} Patients with CIN 1 hmuted 1o endocervix can be followed with cytology and HPV DNA test

(1) aged under 35, (2) low nisk for endometnial cancer (obesity, polyeystic ovarian syndrome, lamoxifen usage, infertility, anovulation, family history of colorectal o

(¢) Conization is recommended if the lesion s located i endocenax, (or addinonal resection is recommended if LEEP was imtally perfonmed)
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4. LSIL

(=} Screening
HPV tost
| at1zm
{+) Colposcopy
37 B,
- (-} no Bx
et ! (=} Screening
Satisfactory > Repeat Pap
2 at 6m
ASCUS c
Repeat Pap = olposcopy
at6 m

Unsatisfactory

=ASCUS —)-[ Colposcopy ]

ECC -—:‘-—)I CIN 2/3 ]-—)-I LEEP / Destructive therapy / Conization |

-hI Microinvasive I—bl Conization ! Hysterectomy |

'-){ Invasive Cancer ]r-—)II Work-up for Cancer ]

ECC: endocervical curettage, Bx: biopsy. CIN: cervical intraepithelial neoplasia, HPV: human papillomavirus, Pap: Papanicolaou test, m:

months, LEEP: loop electrosurgical excision procedure, ASCUS: atypical squamous cells of undetermined significance
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5. HSIL

Slide |_
> -y

E- raviow *
H (Repecat Pap & Colposcopy,
G m il 2
Cervical Bx. 9
o Conseacutive negative
results
Mo lesion o -3/ o ECC =
seen no Bx.
CIN (+) LEEP / Conization
1
} Repeat Pap & Colposcopy q 6 m |
1 :
i till 2 consecutive negative results
Satisfact —
i atisfactory —2>| (-} CIN1 o
' | LEEP / Conization [
X Bx. [
1
i CINZ3 # LEEP / Destructive therapy / Conization
i Lesion
1
I - Sean
H > Microinvasive }—) Conization / Hysterectomy
i
b 4

Unsatisfactory

vy
f—

LEEF [ Conization J

LEEP: loop electrosurgical excision procedure, Bx: biopsy, ECC: endocervical curettage, CIMN: cervical intraepithelial neoplasia, Pap:

Papanicolaou test, m: months
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6. Follow-up after treatment of CIN with excisional procedures or ablation

{-) £ Screening
Pap at & m v
i anage per
= ASCUS - guideline
CIMNL with RM (-/+) or
CINZ/3 with RM (=) {_;' = Scretning
HPYV at 12 m
{+) . Colposcopy
{=) = Screening
FPap at 6 m 8¢
Consider ECC ~ ASCUS > Manage per
guideline
Re-excision {(esp. if invasion is suspected)
or cansider hysterectamy (after consultation with specialist)
{-) = Screening
Pap at & m
Unknown RM in case T AL ™ M::I::Igéflnpecr
of ablation therapy P
{-) = Screening
HPY at 12 m
(+} | Colposcopy

CIN: cervical intraspithelial neoplasia, BM: resection margin, Pap: Papanicolaou test, m: months, HPVY: human papilomavirus, ECC:

endocervical curettage, ASCUS: atypical squamous cells of undetermined significance
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7. Adolescents with ASC-US, LSIL, or ASC-H

R P > (=) > Screening
- < HESIL epeat Pap
até m
Repeat Pap > = ASC
at12 m
- = HSIL 3=
Colposcopy
2 consecutive
» Screening
CIN 273 Repeat Pap negative Pap |
=) at & mo
= ASC —a Colposcopy
Colposcopy
CIN 2/3 (+) :I Manage per guidelines for
I adolescent with CIN 2/3

ASCUS: atypical squamous cells of undetermined significance, L3IL: low—grade squamous intraepithelial lesion, ASC-H: atypical squamous
cells, cannot exclude high—grade squamous intraepithelial lesion, Pap: Papanicolacu test, m: months, Bx: biopsy. HSIL: high—-grade

squamous intraepithelial lesion, ECC: endocervical curettage, CIN: cervical intraepithelial neoplasia,
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8. Adolescents with HSIL

o cinzia ()

__[_ Manage per guidelines for
.-[ adaoloscant with CIN 2/3

- ~,
2 conseoutive

negative Pap & high-

Screening

grade colposcopic

abnormality (=)
-

™ High-grades | —s] cInz2i3 (+)

colposcapic lesion g Biopsy

Observation

ar HSIL (far 1yr) CIMN2/3 (=)

-

with
> CINZ/3 (-) colposcopy &
up to 2yrs HSIL peorsist for
24 m with - LEEP !/ Conization I

| CINZ/3 (-) identified

-~ =

Other result

Manage per each
guideline

CIM: cervical intragpithelial neoplasia, Pap: Papanicolaou test, m: months, H3IL: high-grade squamous intraepithelial lesion, LEEP: loop

electrosurgical excision procedure
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9, Adolescents with CIN 1-3

>l (-} Screening
Repeat Pap
= HSIL at 6 m
= ASCUS

™

| = HSIL 3 Colposcopy

—
2 consecutive Pap (-) & 1

Repeat Pap
at12 m

colposcopy (-) g & m > Screening

for up to 24 m

Observation

- CiN 3
Cal poScopy Worsen or Rﬁ'pﬂat or
or High-grade cytology / biopsy persistent CIN 2/3
for 2 yvrs

|_Ceolposcopy persist for 1 yr

-

Treatment using A

excision / Treatment
ablation of TEZ recommand

CIM: cervical intraepithelial neoplasia, Pap: Papanicolacu test, m: months, TZ: transformation zone, HSIL: high-grade squamous

intraepithelial lesion. ASCUS: atypical squamous cells of undetermined significance
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10. Pregnant women with ASC-US

—h-[ 2 consecutive Pap (-) _} > Screening I
Repeal Pap

ats & 12 m
——)[ = ASC (on either result) ]
—h-l CIM (+) } :Ir Manage per guideline ]

.‘.:{ Manage per guideline ]

e
= HPWV (7) ——)[ Repeat Pap at 12 m ]
HEV (+) Repeat Pap at & & 12 m
| or

(+) HPV at 12 m

I
¥ v

—pr[ Invasive Cancer

e

L] cIN(

—W Repeat Pap at 12 mo i) = ASC or
HPW (+)
Defer colposcopy
{at loast Bwks b 1’
postpartum) Screening Colposcopy

Pap: Papanicolaou test, m: months CIN: cervical intragpithelial neoplasia, HPV: human papillomavirus, ASC: atypical squamous cells
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11. Pregnant women with LSIL or HSIL

-

Y

— = CINA —)[ Postpartum FiU

»| Celposcopy CIMN2I3 (+) Manage per guideline

ﬂ_ -'_’r e Mﬂ"an' = nu‘dn‘““' ]

Daefer colposcopy

S, {at least Bwhks
poestpartum)

e = CIN1 ]—)—[ FPostpartum FiU ]
CINZ/3 (+) ]—b[ Manage per guideline ]

L% | R/O Invasive —:I-[ LEEP / Conization ]

Y

Colposcopy
(Mo ECC)

LSIL: low—grade squamous intraepithelial lesion, HSIL: high—grade squamous intraspithelial lesion, ECC: endocervical curettage, CIN:

cervical intraepithelial neoplasia, F/U: follow-up
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