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Human papilloma virus - virology

DNA sequencing hasdemonstrated thatthe human
papilloma virus (HPV) is not a single virus, but
represents a large family of at least 100 genetically
relaed types. More than 20 geneticdly differentHPV
typesmay infectthe anogenitd area. Thesecan befurther
clasdfied into the "low-risk" HPV types (HPV 6, 11),
which cause benign genital warts; and the 'high-risk'
HPV types (HPV 16, 18, 31, 33, 35), which are
associ ated with anogenital intraepithelial neoplasia(IN)
andwithcervica cancer. Patients who havegenitd warts
canbeinfected simultaneously withmultiple HPV types,
with co-existence of both high-risk and low-risk types.
Patients presenting with genital warts represent just the
tip of the iceberg, asa much larger population have
subclinical infection.

Transmission route

Sexual route of transmissionisresponsiblefor the
occurrenceof genitd wartsin 99%of thecases. Perinatal
transmission of the virus from mother to baby can
happenand autoinocul ationof fingerwartsto anogenital
area is sometimes possible. There has been no case
report showing any evidence for, or even suggestion
that genital warts can be tranamitted by towels, hand-
shakes, door-handles; toil et seats, underwear, Svimming
pools,and saunas.

Prevalence and cour se of genital HPV infection

Seroprevd ence gudiesshowedthat therisk of HPV
infection increaseswith the number of sexud partners.
The risk of infection by HPV 16 isabout 4% per life-
time partner, with a saturation plateau level at about 25-
60%.
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About 30%of youngwomeninfected by HPV 16
will have transient cervical intraepithelial neoplasia
(CIN) within the first one to two years of infection.
Clearanceis achieved in 70% of theabove casesinthe
followingone year,and 90%within twoyears. Persigent
infection is present in about 15%, which carries a
potential of progression to cervicd cancer, especially
inthoseaged above 30-35.

The natural course of genital HPV infection can
bemade up of phasesof latency and reactivation. Genital
warts usually develop within two to three months after
infection butinsome cases they firstdevelop yearsafter
infection.

About one-third of patientswill have recurrences
which usually take up totwo years to settleregardless
of treatment choice. However, pontaneous regresson
canoccur in some patientswithinone to threeyears.

Diagnosis

The diagnosis of genital wartsis mainly clinical.
The lesions can be mutifocal, mutiforme and
multicentric. Genital wartstend to appear in areasthat
are traumatised during intercourse. In uncircumcised
men, the preputial cavity is mos commonly affected
whilein circumcised men the shaft of thepenisisoften
involved. Infemales, lesionsare mostcommonly found
at the fourchette, labiaminora and labiamgora. The
urethral meatus is affected in 20-25% of maes and 4-
8% of females. Wartsin theanal canal usually do notgo
beyondthedentateline.

The use of 5% acetic acid can helpidentify and
delineate the extent of the lesions. However,
indiscriminate use should be discouraged, as false-
postive resultsarecommon.

Treatment

For genitd warts, nosingle treatmentisided. The
choiceof treatment should bebased ondinical expertise,
patients' preference and research evidence. Home



therapies include podophyllotoxin (0.15% cream or
0.5%solution), imiquimod (5% cream); office therapies
for the primary care physician include surgery,
cryotherapy and trichloroacetic acid.

Podophyllotoxin is a purified extract of
podophyllum plant and works by inhibiting mitotic
divison. Podophyllotoxin home treatment comprises
sdf-gpplication of a0.5%solution twicedaily for three
days, followed by fourto sevenres days. A hand-held
mirror isoften useful for femaepatients About 70-90%
of the wartswill disappear after oneto two courses of
treatment, and about 60-80% of patientswill befreeof
warts within one month of treatment. The recurrence
rateswith podophyllotoxinare in therange of 7-38%.
Urinary meatd warts and warts on keratinised skinare
often refractory. Up to 50-65% of patients using
podophyllotoxin experiencetransient local irritation
which can usually be tolerated. The 0.15%
podophyllotoxincream hasbeen shown tobe aseffective
as the 0.5% podophyllotoxin solution, and has the
advantege of easier application especially for female
patients. Compared withpodophy/lin, podophyllotoxin
isbetter gandardised, being made up of only one single
activeingredient and hasa longer shelf life (more than
two years). 0.5% podophyllotoxin wasalo shownto be
have ahigher efficacy inthetreatment of genitd warts
than20% podophyllin.

Immiquimod (5%cream) is another home-based
therapy for genital warts. It is an immune response
modifier and it was shown that wart clearance could be
achievedin 56%o0f paients (77%in women and 40%
in men). The clearance timeis shorter in females
(8 weeks) compared with males (12 weeks). The
recurrence rate is about 13%.

Trichloroacetic acid (TCA) 80-90% solution can
be used to treat genital warts dueto itscaustic action.
Asitisnot an anti-mitotic agent it can be safdy usedin
pregnancy. TCA is most suitable for treating small
accuminate or papular warts, but less efficacious for
keratinised or large warts. The initial responserate is
70-81% but recurrence rateis up to 36%. When used
optimally, a shallow ulcer forms that heals without
scarring. Overzealous usemay cause excessivepain,
deep ulcerationsand scarring.
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Various aurgical procedures(electrosurgery, laser,
currettage, scissors excision) can be performed for
genital warts. A local anaesthetic cream like EMLA
should be gpplied for 10 minutesbefore infiltrating the
area with topical anaesthetic solution prior to the
procedureto minimise pain. Depigmentation can bea
complicationin dark-skinned patients. Regardlessof the
technique, 20-30%of patientswill developnew lesons.

Generally, genital wartsclear up with therapy within
oneto six months regardless of choice of treatment,
although disease persistsin up to one-third of paients.

Counselling

Patient counselling isimportant in the treatment
of genitd warts and needsto be non-judgemental and
supportive. Explanation shouldbe givenabout thenature
of the diseaseand therapy expectations includingthe
long latency periods after transmisson and possibility
of virusreactivation. General information on sexudly
transmitted diseases and their prevention should also
beprovided, especidlyfor young people.

Patients should be encouraged to use barrier
protection with new sexual contactsuntil successful
treatment has been completed. Condom use instable
relaionshipmay notbeuseful inpreventing genital warts
asthepartner would have already been exposedtothe
infection by the timeof consultation. Patientsshould be
advised that coitd res duringthe courseof therapy might
reduce therapy related symptoms such as pain or
discomfort.

L ear ning points:

The transmission route of genital warts is
predominantly sexual, with no evidence of
transmission viafomites or social contact. The long
latency after infection and the recurrence nature of
the disease should be noted especially when
counselling patients.
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