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ANAL CANCER
EPIDEMIOLOGY

9090 new cases (3020 men and 6070 women) of anal cancer involving the
anus, anal canal, or anorectum will occur in the United States in 2021,
accounting for approximately 2.7% of digestive system cancers

It has been estimated that 1430 deaths due to anal cancer will occur in the
United States in 2021

the incidence rate of invasive anal carcinoma in the United States
increased by approximately 1.9-fold for men and 1.5-fold for women from
the period of 1973 through 1979 to 1994 through 2000 and has continued
to increase since that time
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AJCC Anatomic Stage
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NO MO

Stage 0 Tis

Stage | T NO Mo
Stage IIA T2 NO MO
Stage 1IB T3 NO MO
Stage IlIA T1-2 N1 MO
Stage 1IIB T4 NO MO
Stage IlIC T3-4 N1 MO
Stage IV Tany Nany M1

T1=2 cm or less; T2=2-<5 cm; T3=5 cm or greater
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Prognosis

The prognosis of anal carcinoma is related to the size of the primary tumor
and the presence of lymph node metastases

According to the SEER database, ~50% of anal carcinomas were localized
at initial diagnosis (Stage I-1IB); these patients had an 80% 5-year survival

rate
Approximately 29% of patients had anal carcinoma that had already

spread to regional lymph nodes at diagnosis (Stage Ill); these patients had
a 60% 5-year survival rate

The 12% of patients presenting with distant metastasis demonstrated a

30.5% 5-year survival rate
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ANAL CANCER ETIOLOGY
non-HPV ASSOCIATIONS

Herpes Virus Type 2
Immunosuppression (Transplant)
Smoking (RR 9.4)

HIV alone not associated
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ANAL CANCER
Anal Ca/AIN are STDs

Multiple Anal receptive V.D.
Population partners intercourse in partner
824 patients 5 _ 1 34(OR) 24 (OR)

554 controls

Frisch, et al., NEJM 337:1350, 1997

weo

ANAL CANCER
STD
Anal Ca. or AIN

Population Tumor(+) HPV-16
3244 0

Frisch, et al., NEJM 337:1350, 1997
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Anal HSIL is a cancer precursor

o 200ASCO mscon

HSIL = High grade squamous intraepithelial lesion

Presented By Joel Palefsky at 2019 ASCO Annual Meeting GW “
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Anal Cancer Rates by Birth Cohort

Men

8, B=asvomen Coming of age: '

* Sexual ’

* HIV epidemic

]
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High prevalence of anal HPV infection and

HSIL in HIV+ men and women

prevalence | prevalence | incidence

HiV-infected MSW % 46/100,000

HIV-infected women % % 30/100,000

Society (IANS eting A. November 11-13, 2016
209ASCO

[ Anal HPV | Anal HSIL | Anal cancer |

HiV-infected MSM % 131/100,000

Chin-Hong et etal. CID 2012; 54:1026-34
Conley et al. 76 d at International Anal Neoplasia
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The nonavalent HPV vaccine

Schiller J. Lancet Oncol 2015;16(5):217-25

209 ASCO

Presented By Joel Palefsky at 2019 ASCO Annual Meeting
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ORIGINAL ARTICLE

HPV Vaccine against Anal HPV Infection
and Anal Intraepithelial Neoplasia

209ASCO o

Presented By Joel Palefsky at 2019 ASCO Annual Meeting

weo

© 2021 Hematology and Oncology Best Practices Course




Adjuvant Therapy for Colon and Rectal Cancer

Daniel G. Haller, MD, FACP, FRCP, FASCO Thursday, August 19, 2021

Quadrivalent vaccine in males: Efficacy against
HPV 6/11/16/18-related AIN and anal cancer in MSM

Per-Protocol Efficacy Population

209ASCO =

Presented By Joel Palefsky at 2019 ASCO Annual Meeting GW “
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Recommendations for HPV vaccine

Recommendations for HPV vaccine

(CDC)Age 9-26

« FDA recently approved vaccination up to age 45 years
« ACIP recommendation pending
« Decision to vaccinate above age 26 is individualized

+ Number of prior sexual partners

+ Likelihood of future sexual exposure
* Vaccine is safe

+ Vaccine may or may not be costly

s 209ASCO 1o
CAIP = Advisory Committee on Immunization Practices

Presented By Joel Palefsky at 2019 ASCO Annual Meeting GW “
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Who should be screened?

= All HIV-positive men regardless of sexual
orientation

= All HIV-negative MSM

= Women with high-grade cervical or vulvar lesions
or cancer

= All HIV+ women

= All men and women with perianal condyloma
= Solid organ transplant recipients

« Over 25 years if immunosuppressed, inc. HIV
« Over 40 years if immunocompetent

209ASCO 5o

Presented By Joel Palefsky at 2019 ASCO Annual Meeting GW “
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Controversies in Anal Cancer Screening

+ General acceptance that anal HSIL precedes anal cancer, but anal HSIL is
highly prevalent.

+ Most people with anal HSIL will never develop cancer.

+ Treatment for anal HSIL is not well studied and are clearly less effective than
those for cervical HSIL

+ Recurrent HSIL is the norm; multiple treatments are usually needed to clear
HSIL

high i and for anal HSIL is difficult
* Notyet by izati setting for health care
maintenance

« Cost effectiveness is unclear
+ No data that treating anal HSIL will reduce the risk of anal cancer

sscozt

s 2021 A’S‘CNO

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. GW “
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ANCHOR TRIAL

Screen > 17,385

Enroll 5,058

Retain for 5-8 years

Estimated < 50
develop cancer

€
sasconn
study AR
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. GW “

ANAL CANCER
CURRENT THERAPIES

Local resection (early lesions
with sphincter sparing)
Ti-T2 No

Combined modality therapy
1) 5-FU/Mitomycin-C/XRT
2) Any Rx better than FU-Mito-C?

weo

© 2021 Hematology and Oncology Best Practices Course



Adjuvant Therapy for Colon and Rectal Cancer
Daniel G. Haller, MD, FACP, FRCP, FASCO

Salient Facts of Surgically Unresectable
Metastatic Anal Cancer

* The majority of patients will present with locally advanced disease and will be
treated with concurrent chemoXRT with curative intent.

* Risk factors for residual or recurrent disease include T>4 cm and N+

* Metastatic disease will develop in
< 20% of patients

« Historically, no well established
chemotherapy regimen for metastatic

pts
« 5-yr OS = 30%

58 92:1500-10, 2000; Frisch M, et al: J Natl Cancer Inst 91:708-15,

Presented By Cathy Eng at 2019 ASCO Annual Meeting
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ANAL CANCER
RESULTS OF ABDOMINAL
PERINEAL RESECTION
Operative 5-yr Local-Regional
No. Pts.* Mortality (%) Survival (%)  Failure (%)
460 5.5 (2.5-8) 55 (45-66) 30 (27-35)
* 5 Series
Harter & Ahigren, GI Oncology, 1992 A )

ANAL CANCER
RADIOTHERAPY ALONE AS TREATMENT FOR ANAL CANCER

No. of Complications Local 5-Yr | Retention of
Series Pts. Dose (cGy) Requiring Control | Surviv | Functional
- Surgery (%) (%) al (%) | Anus (%)
8 6 59 73

Inst. Curie 158 | 6500-7500

Inst. Gustave

R 64 6000-6500 14 9 (T 46 74
oussy 605
Princess
Margaret 51 4500-6000 12 57 59 76
Centre Léon
Bérard 222 | 3000-4200 (Ext)
1500-2000 (Implt)
4500-6200 3 79 65
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ANAL CANCER
5-FU + MITO-C + XRT

5-FU: 1000 mg/m? x 4 days ClI
MMC: 10-15 mg/m2 day 1 i.v.
XRT: 3000-4000 R

11 pts all bx-proved NED (median f/u 1 yr)
1 pt dead p.e. NED at autopsy

Flam, et al,, ASCO 1:97, 1982 GW “

ANAL CANCER
5-FU + MITO-C + XRT

5-FU + Mitomycin-C

Wayne State | +30 GY XRT (Simul) 122 113/122 (93%)
5-FU + Mitomycin-C
Memorial + 30 G (Sequential) 37 19/37 (52%)
5-FU + Mitomycin-C
+50 GY 30 27/30 (93%)
Princess vs.
Margaret 60 GY only 25 15/25 (60%)
Wae

. ______________________________|
Squamous Cell Carcinoma of the Anus

» Chemoradiation more effective in achieving local control than
radiotherapy alone.

EORTC 22861 Bartelink H et al J Clin Oncol 1997 ACT | Trial ~ UKCCR Lancet 1996

ou 209ASCO

Presented By Robert Glynne-Jones at 2019 ASCO Annual Meeting GW “
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Squamous Cell Carcinoma of the Anus

* Chemoradiation more effective in achieving local control than
radiotherapy alone.

* Addition of MMC to 5FU CRT essential component

* No benefit from addition of induction chemotherapy

(5FU/cisplatin prior to CRT
* No benefit from consolidation chemotherapy after CRT
* No benefit for 5FU/cisplatin vs 5FU/MMC

v 206ASCO 1o

No benefits and excessive toxicity from cetuximab

Presented By Robert Glynne-Jones at 2019 ASCO Annual Mesting GW “

[
Outcomes if in CCR at 26 weeks (ACT Il)

Assessment 3

HR:0.17 (95% CI: 0.12 to 0.24, p<0.001)

100

Alive (%)

20 —— Not-cCR (events: 46/88)
cCR (events: 81/590)

o 1 2 3 4 5 6 7 8 9 10
Time from randomisation (years)

Number at risk
R 88 52 29 8 3 1

on 209ASCO
Prosariod By Robert Gyrne-Jones at 2013 ASCO Al Meling ]

|
Best time to assess complete clinical response (cCR)
after CRT: ACT Il data

)
+ n=691 attended all three assessments
+ CCR: 64%, 80% and 85% at assessments 1, 2 and 3, respectively
+ 72%: no cCR at assessment 1; cCR by assessment
+ S.year OS (at assessment 3): cCR=87%; non-cCR=48%
v 209ASCO 5o
Presented By Robert Glynne-Jones at 2019 ASCO Annual Meeting GW “
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To biopsy or not?

Needle biopsy may have false negative

Biopsy before 26 weeks may be too soon: false positive

Excisional biopsy may increase risk of sphincter incompetence

Wao

[
Radiotherapy Doses to Primary Tumour

o 29ASCO pcos

Presonted By Robert Glynne-Jones at 2019 ASCO Annual Meeting GW “

Risk-adapted RT: the PLATO trial

High risk

coregional failure (LRF)
e 209ASCO o0

PLATO is a UK integrated protocol, comprising 3 separate trials (ACT3, ACT4 and ACTS) which aims to optimise
ose (in with for low-, and high-risk anal cancer.

Presented By Robert Glynne-Jones at 2019 ASCO Annual Meeting GW “
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Survivorship- late toxicity

* Grade 3 and above (classified as severe) up to 33.3%.

* The most commonly reported late toxicities were faecal incontinence
(up to 44%), diarrhea (up to 26.7%), and ulceration (up to 22.6%)

* Intensity-modulated radiation therapy appears to reduce late toxicity.

Pan YB, Maeda Y, Wilson A, Glynne-Jones R, Vaizey CJ. Late
gastrointestinal toxicity after radiotherapy for anal cancer: a
systematic literature review. Acta Oncol. 2018 Nov;57(11):1427-1437

» 205ASCO

Presented By Robert Glynne-Jones at 2019 ASCO Annual Meeting
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Nivolumab After Combined Modality Therapy in Patients
With High Risk Stage II-1lIB Anal Cancer NCT03233711

* Nivolumab IV over 30 minutes on day 1. Treatment repeats every 14
days for up to 12 courses in the absence of disease progression or
unacceptable toxicity.

* Primary endpoint 5 years DFS

« Started April 2018 - Estimated enrolment -200 by
* 2020

v 2019ASCO

Presented By Robert Glynne-Jones at 2019 ASCO Annual Meeting
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Prior Published Regimens for Metastatic Anal SCCA
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International Rare Cancer Initiative (IRCI)/ECOG EA#2133
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InterAACT: 1st line Met SCCA of the Anal Canal

Cisplatin 75 mg/m2 day 1+
5FU 1000mg/m2 infusion/24 hours/4 days
28 days

d cont at
HIV4/HIV-,

Carboplatin (AUC =5) +
LD Taxol (weekly) q 21 days

ndpoint:
2) Secondary endpoints: PFS, OS, correlatives, and QOL, etc.

- 209ASCO sscon ceror C.Eng

Prosented By Cathy Eng at 2019 ASCO Annual Meoting GW “

InterAACT/EA#2133 Primary Endpoint

Carboplatin/pacitaxel

Carboplatin-Paclitaxel  Cisplatin-5FU
Response N=39 N=35
(RECIST)

=) 5 12.8 5 14.3

PR 18 462 15 0

SD 10 25.6 7 M Cisplatin/5FU
PD 6 15.4 8 N

209ASCO

Presented By Cathy Eng at 2019 ASCO Annual Meeting GW “

InterAACT/EA#2133: Secondary Endpoints of

PFS and OS

Median follow-up of 25.3 M

Median PFS 1 Modian 05
Carboplatin Paciftaxel 8.1mths
Cisplatin/5FU 57mths

p=0.375

Rao et at-ESMGZIASCO o C.Eng

Presented By Cathy Eng at 2019 ASCO Annual Meeting GW “
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NCI9673 (Part A): Multi-Institutional Phase Il ETCTN Study
of Nivolumab in Previously Treated Metastatic SCCA

Patients with metastatic squamous cell carcinoma of the anal canal
- Py
rt of cancer treatment

+  Diagnostic imaging was

- Simon Optimal, two-
ted initially wit

el 12 patients trea n
stage phase Il study, nivolumab 3 mglkg IV every 2 weeks

+ HIV+ (CD4 > 300) and
Hepatitis patients were
not excluded

Exploratory correlatives

were collecte

Patients will be followed for best
response using RECIST criteria 1.1

|

g tal to nclude
Stop rial 28 aditional patients
B L ffCD Morris et al...Eng: Lanc Onc, 2017

209ASCO 5o o CEng

Presented By Cathy Eng at 2019 ASCO Annual Meeting GW “

NCI9673 (Part A):
Secondary Endpoints- PFS and OS

ORR = 24%
(1CR > 2yrs)

Patient

on 209ASCO : pr——

Presented By Cathy Eng at 2019 ASCO Annual Meeting

NCI9673 (Part B): Randomized Phase Il ETCTN Study of
Nivolumab +/- Ipilimumab in Metastatic SCCA <br />of the

Anal Canal

the anal canal

E leastone p Py
- No prior immune therapies received as part of cancer treatment
+ Diagnostic imaging 8 wks
EC 1

N=36/100
Opened October 2018

PI: C. Eng

Nivo + Ipilimum:

Nivolumab (480mg IV q4 weeks) +
(480 mg IV g4 weeks) 1 mglkg IV q8 weeks)

Primary endpoint: PFS, Secondary endpoints: 0S, RR, and SAE's
Exploratory correlatives to be collected. NCT02314169

v 209ASCO o o C.Eng
Expected closure 2/2022; 137 pts

wee
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Pembrolizumab for Advanced Anal Squamous Cell
Carcinoma: Results From the Phase 2 KEYNOTE-158 Study

FRCP, FASCO
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Antitumor Activity (RECIST v1.1, Central

Review)

Al Patients PD-L1Positive PD-L1 Negative
=112 N=75 N =30

ORR, % (95% CI) 107(57-180)  14.7(7.6-247)  3.3(0.1-17.2)
Best overall response

CR 6(5.4) 6(8.0) 0

PR 6(5.4) 5(6.7) 1(3.3)

sD 17 (15.2) 1(14.7) 4(13.3)

PD 74 (66.1) 48 (64.0) 21(70.0)

Nonevaluable? 1(0.9) 0 1(3.3)

No assessment® 8(7.1) 5(6.7) 3(10.0)

o s o 1t g saer

Presented By Aurelin Marabelle at 2020 Gastrointestinal Cancer Symposium
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Change in 2018 NCCN v 2.2021 Guidelines

Anal Carcinoma

NCCN Guidelines Version 1.2018
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Phase 1 study of pembrolizumab in people
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with HIV and cancer

2019 American Society of Clinical Oncology Annual Meeting
June 2, 2019
Chicago, IL

Thomas S Uldrick MD, MS

ncer
Deputy Head, Global Oncology Cff \fﬁ inothere
PI, Cancer Immunotherapy Trials Network-12 trials b

Associate Member, Vaccine and Infectious Disease Division
Associate Member, Clinical Research Division i
Fred Hutchinson Cancer Research Center :

p Erspnuten (D) e

Presented By Tromas Uidick at 2019 ASCO Annual Meeting W@

|
Conclusions:

Pembrolizumab has acceptable safety in cancer patients with HIV on
ART and >100 CD4 cells/pL

Clinical benefit noted in lung cancer, lymphoma, and KS
Activity noted in liver cancer
Anti-PD-1 therapy is appropriate for FDA-approved indications

and cancer clinical trials in this population
Prospective evaluation of pembrolizumab as first systemic therapy in
Kaposi sarcoma on-going

Pembrolizumab may be associated with polyclonal KSHV-associated B-
cell lymphoproliferation
Patients with KSHV-associated Castleman disease should not be

treated with pembrolizumab

Presented By Thomas Uldrick at 2019 ASCO Annual Meating GW “

|
Conclusions:

+ Single agent immune checkpoint inhibition is able to provide durable and prolonged responses
with excellent tolerability for previously treated patients.
* *Change 2018 NCCN Treatment Guidelines

+ Disadvantage: Off-protocol use
« InterAACT/EA2133 indicates carbo/weekly paclitaxel improves RR and OS
* *Change in 2019 NCCN Treatment Guidelines

NCI9673 (Part B): Randomized phase Il ETCTN study of nivolumab +/- ipilumumab is open for
enrollment.

* Additional correlatives will be collected from all ETCTN sites.
Pending data:

Atezo/Bev
MEDI0457/Durvalumab

+ mDCF +/- Atezo

* Avelumab +/- Cetux

* EA#2176 for tx naive patients.

**Encourage patients to enroll on clinical trials

- HPASCO. - cons

Presented By Cathy Eng at 2019 ASCO Annual Meeting GW “
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Thank You
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