
When you go back and look at slides that were called 
normal by the pathologist, a fraction of them really 
aren’t normal. So we try to save the patient a second 
colposcopy and get the right diagnosis, and one way 
is if a normal biopsy is associated with an HSIL Pap 
test, consider doing a p16 stain. A significant percent-
age of the time, this will highlight an area of missed 
CIN2/3 and will save the patient a second biopsy.”

This recommendation goes somewhat against 
tradition, he notes. “Historically, the perspective has 
been that histology was probably a better standard 
than cytology, but we know that the current scientific 
literature completely refutes that. The idea that his-
tology doesn’t necessarily trump cytology is an 
important concept. In the most important example, 
a patient with unequivocal high-grade cytology who 
has a normal biopsy, statistically it’s overwhelmingly 
the case the biopsy has missed the lesion, and it still 
needs to be found and treated.” 

How much additional use of p16 is likely now 
that the LAST recommendations have been made? 
“We’re hoping that p16 won’t be overused for things 

we don’t consider to be indications as we’ve defined 
them in the recommendations,” says Dr. Wilbur. “We 
estimate that less than 20 percent of cervical biopsies 
should have p16.”

The main focus of the LAST consensus, Dr. Stoler 
adds, is to address the variables that can affect an 
accurate diagnosis from a slide. “Given the literature 
and the known issues of interpretive variability, 
when pathologists have too many categories or 
when there are shades of gray that really represent 
a biological continuum, we think the approach in 
this paper leads to more accurate diagnoses.” 

“Every time we make a diagnosis, clinicians re -
spond with a management choice for the patient: Do 
I have to do another biopsy? Do I have to do surgery 
to treat the patient? And those choices are driven by 
words on the paper, and the motivation here is to 
more clearly communicate what the words on the 
paper mean so the clinician understands, and to 
improve how well the words on the paper reflect an 
accurate diagnosis.”

He expects that more clarity will be the result 
now that the LAST recommendations are out and 
being widely disseminated. “Some individuals are 
already doing a lot of what’s in the recommenda-
tions,” Dr. Stoler says. “For others, there will be 
changes in practice based on the terminology.” He 

cautions that while the 
LAST recommendations 
are exactly analogous to 
the recommendations 
of the Bethesda System 
for cytology, there is 
one important excep -
tion. “Historically, gov-
ernment payers and 
other payers said we’re 
not going to reimburse 
unless the diagnosis is 
put in TBS terms, and 

that really helped drive adoption.”
The LAST recommendations, by contrast, were 

developed with funding from the CAP and ASCCP, 
without a government agency taking the lead, and 
they affect only the fraction of the 60 million Paps that 
are done that get biopsies. Nevertheless, he hopes 
that as with the Bethesda System, there will be global 
adoption of the LAST standards. “To me that would 
be a wonderful thing, because a CIN3 in France 
should be the same thing as a CIN3 in the U.S.”

Now that the LAST consensus recommendations
 are public, Dr. Waxman thinks they have 

opened up an important research opportunity. “That 
would be to see if –IN2 as defined by the presence 
of a strong block p16 staining behaves similarly to 
–IN3. It will be interesting to find if there is unifor-
mity of biological behavior in addition to a high 
consistency of interobserver diagnosis.” 

The LAST consensus recommendations will help 
pathologists give much more consistent diagnoses, 
allowing clinical colleagues to be able to rely more 
on pathologists’ interpretations, Dr. Darragh be -
lieves. “Pathologists who may not be able to spend 
90 percent of their professional time on this area will 
now have guidance on how to move forward and 
evaluate things.” 

“Using all the tools that pathologists have in their 
toolbox,” she says, “be it simple light microscopy 
and ocular micrometers to measure depth of inva-
sion in a consistent fashion, or the new molecular 
tests that we have, and, specifically for LAST, things 
like the IHC test to improve upon what we can do 
just by H&E morphology alone, that’s the patholo-
gist moving into the 21st century. There’s so much 
change happening in medicine and pathology that 
having the guidance of these recommendations, I 
think, is really a step forward.” 

Anne Paxton is a writer in Seattle.
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Key recommendations of the LAST project
Unified terminology for HPV lesions of lower anogenital tract

Squamous intraepithelial lesions (Work Group 2)
Recommendations:
✦ A single set of diagnostic terms for HPV-associated preinvasive 

squamous lesions of lower anogenital tract.
✦ A two-tiered nomenclature (HSIL and LSIL) for noninvasive 

HPV-associated squamous proliferations, which may be qualified with 
the appropriate –IN terminology.

Superficially Invasive Squamous Cell Carcinoma—SISCCA 
(Work Group 3)

Recommendations:
✦ Use the term SISCCA for minimally invasive squamous cell carci-

noma of the lower anogenital tract that has been completely excised 
and may be amenable to conservative surgical therapy.

✦ For invasive squamous carcinoma with positive biopsy/resection 
margins, pathology report should say whether or not SISCCA dimen-
sions are exceeded. Note presence or absence of lymph-vascular inva-
sion, using defined parameters for cervix, anal canal, and perianus. 

✦ No change in current definition of vaginal carcinoma, vulvar 
cancer, penile cancer, and carcinoma of the scrotum.

Biomarkers in HPV-associated lower anogenital squamous lesions 
(Work Group 4)

Recommendations:
✦ Use p16 IHC when H&E morphologic differential diagnosis is 

between precancer and a mimic of precancer.
✦ Use p16 IHC to clarify a possible morphologic interpretation of 

–IN2 under the old terminology.
✦ Use p16 as adjudication tool where there is professional disagree-

ment in histologic specimen interpretation.
✦ Do not use p16 as a routine adjunct to histologic assessment of 

negative, –IN1, and –IN3 biopsy specimens.

“LAST project launches new era,” page 11
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