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CASE 1

61 yo male presented to ED with 2-month history of increased frequency
of bowel movements (10-12/day), pain with defecation, 20-pound weight
loss. CT A/P: thickening of the distal rectum with no evidence of
metastatic disease. Colonoscopy: mass 6 cm from anal verge. Biopsy:
moderately differentiated adenocarcinoma. CT chest negative. Pelvic
MRI: T3N1 lesion. Next best step in management?

A. Long course chemoradiation
B. Short course radiation

C. FOLFOX

D. FOLFIRINOX
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61 yo male presented to ED with 2-month history of increased frequency
of bowel movements (10-12/day), pain with defecation, 20-pound weight
loss. CT A/P: thickening of the distal rectum with no evidence of
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IMMUNOTHERAPY IN MSI-H/dMMR RECTAL CANCER

NEOADJUVANT SETTING
* 5-10% of rectal cancers are MSI-H/dMMR

- MSI-H/dMMR cancers are often resistant to cytotoxic therapy
» Single arm prospective study of dMMR stage Il & Il rectal cancer
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* Primary endpoint: Overall response
« Complete Clinical Response

* Visual disappearance of rectal primary on endoscopy

- Normal digital rectal exam

* Pelvic MRI: lack of signal at DWI with scar on T2WI

each target lymph node <0.5cm

Cercek et al NEJM 2022



Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

FU Digital rectal Endoscopic Rec;:L:VI i Overall
(months) exam response bestresponse response
response

o

Age Stage T Stage N

38 T4 N+ 23.8 CR CR CR cCR
30 T3 N+ 20.5 CR CR CR cCR
61 N+ 20.6 CR CR CR cCR
28 T4 N+ 20.5 CR CR CR cCR
53 N+ 9.1 CR CR CR cCR
7 N+ 11.0 CR CR CR cCR
4 N+ 8.7 CR CR CR cCR
95 N+ 5.0 CR CR CR cCR
68 N+ 4.9 CR CR CR cCR
78 N- 1.7 CR CR CR cCR
95 N+ 4.7 CR CR CR cCR
27 N+ 4.4 CR CR CR cCR
26 N+ 0.8 CR CR CR cCR
43 N+ 0.7 CR CR CR cCR
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Duration of response

Dostarlimab
Treatment

Patient IDs
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median follow up 6.8 months (0.7-23.8)

B Clinical Complete Response

Response
@ Time of Clinical Complete Response

I
3 6 9 12 15 18
Time Since Treatment Started (months)

21 24 27 30
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IMMUNOTHERAPY IN MSI-H/dMMR RECTAL CANCER
NEOADJUVANT SETTING: CONCLUSIONS

* Phenomenal responses to single agent immunotherapy in the neoadjuvant setting
which prevent radiation therapy and surgery in this small cohort of patients

* No Grade 3/4 AEs seen

« Consider enrolling these patients in clinical trials:

- NOM-ERA: A Phase Il Study of Neoadjuvant Nivolumab plus Ipilimumab and
Short-Course Radiation in MSI-H/dMMR Locally Advanced Rectal Adenocarcinoma
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1 cycle = 28 days
Accrual Goal: 31

1. Please see Section 5.2 for details of radiation therapy.
2. Radiation to start at least 2 weeks but no longer than 6 weeks after completion of cycle 2 of nivolumab/ipilimumab.
3. Cycle 3 of nivolumabl/ipilimumab to start within 2-6 weeks of completion of radiation therapy.



THE NEW STANDARDS FOR RECTAL CANCER IN 2023

* Individualizing management approaches for each patient to minimize
adverse effects/complications

* Omission of chemotherapy and radiation therapy and surgery in
select patients

* Immunotherapy for dAMMR/MSI-H
* Omission of surgery in select patients

* Non-operative management for patients with complete clinical
response to neoadjuvant therapy

- Omission of radiation therapy in select patients

- Candidates for sphincter-preserving surgery with good response
to chemotherapy

* Reducing the development of metastatic disease



CASE 1

61 yo male presented to ED with 2-month history of increased frequency
of bowel movements (10-12/day), pain with defecation, 20-pound weight
loss. CT A/P: thickening of the distal rectum with no evidence of
metastatic disease. Colonoscopy: mass 6 cm from anal verge. Biopsy:
moderately differentiated adenocarcinoma. CT chest negative. Pelvic
MRI: T3N1 lesion. Tumor has normal expression of MMR proteins.
Next best step in management?

A. Long course chemoradiation
B. Short course radiation

C. FOLFOX

D. FOLFIRINOX



OMITTING SURGERY FOR SELECT
PATIENTS
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Organ Preservation in Rectal Adenocarcinoma
(OPRA) Trial

Treatment Reassessment

8-12 weeks after TNT

Clinical
Complete

Response Watch-and-Wait

program

Rectal cancer s - DRE Near (WW)

L Complete
(stage II/N) Sigmoidoscopy Response
Total mesorectal

Chemaoradiation Chemothera MR rectum
_- '“’-"
Incomplete excision

93 . OLFOX | 5 C - response
g & cycles FOLFOX / 5 cycles CAPEOX (TME)

Restaging

Floris S Verhelj, Dana M Omer, Hannah Williams, James T Buckley, Sabrina T Lin, Li-Xuan
Qin, Hannah M Thompson, Jonathan B Yuval, Marc J Gollub, Abraham J Wu, Leonard B
Saltz, Julio Garcia-Aguilar, on behalf of the OPRA Consortium.
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OPRA Trial = Initial Results at 3 Years

 No difference in DFS
between treatment

strategies. 5
» Both similar to historical .
controls. | —
* Higher rates of organ R
preservation in CRT-CNCT. [t

CNCT 166 118 81 59 25 10

Garcia-Aguilar, JCO 2022



Unanswered Questions from 2022

* Do patients who develop regrowth and require salvage TME do
worse than those treated with upfront TME (i.e., do we miss the

window for cure)?
» Compare 5-year DFS between TME after restaging and TME
after tumor regrowth.

« Updated (5-year) organ preservation (TME-free survival) between
INCT-CRT and CRT-CNCT.

« What is the timing of Regrowth (i.e., when can we stop
surveillance)?

Permission for use from Dr. Jones




Results
Median follow-up 5.1 years

« 225/304 (74%) were offered WW:
» 105/146 (72%) of INCT-CRT patients.
= 120/158 (76%) of CRT-CNCT patients.

81 (36%) developed a regrowth:

= 46/105 (44%) of INCT-CRT patients.

» 35/120 (29%) of CRT-CNCT patients.
e 76 (94%) of regrowths occurred within 2

years and 80 (99%) occurred within 3
years after restaging.

C ’ - Permission for use from Dr. Jones
2023 AS o HASC023 EEEEEEEEEEE Jerey C. Jones, MD
thor and ASCO. Permission required for reuse; contact perm

ANNUAL MEETING nissions@asco.org.

Organ Preservation

Log-rank P=0.012

INCT 5y 39%
CNCT 5y 54%

INCT 5y 71%
CNCT 5y 69%

TME at restaging 5y 64%
TME at regrowth 5y 64%




Take Home Points

* Nearly half of rectal cancer patients preserve their rectum at 5
years, higher rates of organ preservation in patients treated with
CRT-CNCT.

* The majority of tumor regrowths occur in the first 2 years,
suggesting that a close follow-up in this period is critical.

Salvage TME for tumor regrowth offers similar outcomes to
Immediate TME.

2023 ASCO #ASCO23 Jefemy C. Jones, MD Permission for use from Dr. Jones
thor and ASCO. Permission required for reuse; contact permissions@asco.org.
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OMITTING RADIATION FOR SELECT
PATIENTS



RATIONALE FOR PROSPECT

Adverse effects from radiation:

 Impaired bowel, bladder and sexual
function

* Pelvic fracture and secondary
malignancies

* Impaired bone marrow reserve

* Infertility and premature menopause

Advances in management:

» Systemic therapy with FOLFOX

* Total mesorectal excision Is the
standard

- Better screening (fewer T4s)

* Improved imaging with MR



PROSPECT Study Summary

Recruitment 2012-2018 from 264
practice sites in the USA,
Canada and Switzerland

Neoadjuvant Treatment
for cT2N+, cT3N-, cT3N+
Rectal Cancer

Pelvic

Chemoradiation
5040cGy in 5.5
weeks

FOLFOX 6 cycles

Chemoradiation
if poor response or
FOLFOX not tolerated

Schrag ASCO 2023




PROSPECT Study Full Schema

Pelvic

Chemoradiation o Surgery

Adjuvant Chemo

FOLFOX or
(Control) CAPOX per MD

FOLFOX >20%
6 cycles SEERIEE >
fesiade FOLFOX or

(Intervention) CAPOX per MD

Adjuvant Chemo

<20% T MD discretion:
Response « Staging: Pelvic MRI or ERUS
or Pelvic  IMRT or EBRT
ntoletant Chemoradiation « Capecitabine or IV 5FU
* Open or laparoscopic TME
« Adjuvant regimen

Schrag ASCO 2023




PROSPECT Main Eligibility Criteria

Inclusion: Exclusion:

- Clinical Stage T2N+, T3N-, T3N+ * Tumor requiring an APR

« Chemoradiation is indicated * ¢cT4 tumor
- Candidate for sphincter-sparing * >4 pelvic lymph nodes > 1cm in short axis

surgery

Schrag ASCO 2023



PROSPECT OUTCOMES

Survival outcomes

DES at 5 years* 80.8% 78.6 0.92
Recurrence free at 5 years | 98.2% 98.4% 1.18
OS at 5 years 89.5% 90.2% 1.04
Surgical outcomes

Path CR 22% 24%

RO resection 99% 97%

LAR 98% 98%

Non-inferiority margin was met

9% in experimental arm received radiation

<20% response
Poor tolerance of FOLFOX

Schrag ASCO 2023



PROSPECT: Quality of Life Evaluation
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Overall Health-Related Quality of Life

=@ FOLFOX  emlymm SEUCRT

Baseline 1-2 Weeks 12 Months 24 Months
Before Surgery Post-Surgery  Post-Surgery

Mean Change from Baseline

Male Sexual Function

w=@enFOLFOX  emlymm SFUCRT

P<0.01 P<0.05

—e <

1-2 Weeks 12 Months 24 Months
Before Surgery Post-Surgery Post-Surgery

Baseline

Mean Change from Baseline

Mean Change from Baseline

Bowel Function

el FOLFOX  emmgymm 5FUCRT

P<0.05

Baseline 1-2 Weeks 12 Months
Before Surgery Post-Surgery

Female Sexual Function

e=@um FOLFOX  emmgymm 5FUCRT

P<0.01

Baseline 1-2 Weeks 12 Months
Before Surgery Post-Surgery

24 Months
Post-Surgery

24 Months
Post-Surgery

Quality of Life:
Trend, but no
significant
difference
between groups

Bowel function
and sexual
function favor
FOLFOX group

N-373

Positive values represent
improvement compared to
baseline

Schrag ASCO 2023



PROSPECT TRIAL CONCLUSIONS

* Neoadjuvant FOLFOX with selective omission of radiation (for patients
with > 20% response) is a safe and effective management approach

* Does not compromise DFS or OS
- Does not compromise surgical outcomes
» Associated with improved sexual and bowel function



FOWARC STUDY DESIGN

Inclusion criteria De Gramont X 5 cycles De Gramont X 7 cycles

: : FU-RT
k]

18-75 years

ECOG 0-1

mFOLFOX6 X 5 cycles mFOLFOX6 X7 cycles

mFOLFOX6 X 4-6 cycles mFOLFOX6 X 6-8 cycles

Rectal adenoca

<12 cm from anal verge

Stage II-lll
* By MRI + CT (EUS accepted)

Estimated to be resectable

Zhang ASCO 2023



DFS, LRS & OS AT 3 YEARS COMPARABLE

. 3y-DFS | . 3y-LRS |  3y-0S |

-1 FU +RT

DFS (probability)

> 0.2 -
. = — £ il AT F L —1 mMFOLFOXS + RT
= % =
N
—ri mFOLFOX6 + AT 3 mFOLFOX6 + RT vFU + RT| 0.806 (0.348t0 1.866) | .614 "1 mFOLFOX6
~I1 mFOLFOX6 o mFOLFOX6 v FU + RT 0.952 (0.428 to 2.120) .905 0.8 4
0.8 - =
o4}
t 2 g Log-rank P =975
0.6 e @ 5 061
Log-rank P = .691 S 0.1 1 -8
3 2
0.4 - o = 0.4 +
© o
c Log-rank P = .898
HR (95% CI) 3 = 9 HR (95% CI) P
0.2 1 |mFOLFOX6 + RT vFU + RT| 0.838 (0.547 10 1.284) | .415 g ~IMFU +RT 021 [mFOLFOX6 + RT vFU + RT| 1.016 (0.542 to 1.905) 960
mFOLFOX6 v FU + RT 0.942 (0.626t0 1.418) | 774 T —1 mFOLFOXE + RT mFOLFOX6 v FU + RT 1.057 (0.572t0 1.955) | .859
o "1 mFOLFOX6
T T T T T T - T T T T T T T Ll T T T T
0 365 730 1,095 1,460 1,825 2,190 0 365 730 1,095 1,460 1,825 2,190 0 365 730 1,095 1460 1,825 2,190

Time Since Random Assignment (days)

Time Since Random Assignment (days)

Time Since Random Assignment (days)

Deng JCO 2021



FORWARC 5-YEAR DFS UPDATE

DFS (probability)

1.0

0.8

0.6

0.4

0.2

0.0

-1 FU +RT

No. at risk:

—I1 mFOLFOX6 + RT

165 126 110
165 129 110
165 129 110

94

93

—I1  mFOLFOXé6

47
63

73

6

T

17

.00 12.00 24.00 36.00 48.00 60.00 72.00 84.00 96.00 108.00 120.00

FU-RT

FOLFOX-RT

FOLFOX

Time Since Random Assigment (months)

65.2%

67.7%

67.5%

52.5%

62.6%

60.5%

5y-DFS | 10y-DFS HR (95% CI)

Ref

0.83 (0.58-1.19)

0.86 (0.60-1.23)

Hazard ratio P for
(95% CI) interaction
Age, years 0.350
<60 —e— 076 (0.49-1.2)
=60 [ | 1.05 (0.6-1.85)
Sex 0.300
Male . 0.74(0.48-1.15)
Female et ] 1.12 (061-207)
— Chmzal T etage 0020
cT2-3 . 0.64 (0.42-0.98)
cT4 H— e 1166(0.87-3.18)
Clinical N stage 0230
cNO —— 1.21(059-247)
cN1-2 e 0.76 (0.51-1.15)
MRF involve 0910
No . o 0.84 (0.5-1.4)
Yes - 0.83(0.38-1.8)
Distance 0220
<5 —l 1.11 (0.68-1.81)
>5 —8— 0.72(0.431.2)
| T | 1
0.25 0.5 1 2 4
- >
Favours Favours
mFOLFOX6 FU+RT
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FORWARC 5-YEAR UPDATE

5-Year Local regional recurrence

Percent of Events

0.20
—MFU +RT
~ImFOLFOX6 + RT

0151 ~ITmFOLFOX6

0.10"-

0.05

P=0.71

0.00 -

.00 12.00 24.00 36.00 48.00 60.00 72.00 84.00 96.00 108.00 120.00

Time Since Random Assigment (months)

5y-LR(%) | 10y-LR (%) | HR (95% CI)

FU-RT 10.8 10.8 Ref
FOLFOX-RT 8.0 8.0 0.825 (0.38-1.81)
FOLFOX 8.8 9.6 0.800 (0.37-1.75)

0S (probability)

1.0

0.8

0.6

0.4

0.2

0.0

Zhang ASCO 2023

5-Year Overall Survival

-1 mFOLFOX6 + RT 1 mFOLFOXé

—11 FU+RT

No. at risk:

165 146 123 101 60 9
165 148 132 109 73 21
165 149 132 111 81 18

.00 12.00 24.00 36.00 48.00 60.00 72.00 84.00 96.00 108.00 120.00

Time Since Random Assigment (months)

5y-0S | 10y-0S | HR (95% Cl)

FU-RT 82.5% 65.9% Ref
FOLFOX-RT 81.8% 72.3% 0.91(0.58-1.41)
FOLFOX 81.8% 73.4% 0.91 (0.58-1.41)



OMITTING RADIATION FOR LARC

 Confirms findings from the PROSPECT study, that radiation can safely
be omitted for select patients without compromising DFS, OS, or local

recurrence

* Reserve for
» Mid — high rectal tumors
* T3 tumors



REDUCING DEVELOPMENT OF
METASTATIC DISEASE



OUTCOMES IN RECTAL CANCER

5 year OS 76% 76%
Local Relapse 6% 6%
Distant Metastasis 36% 19%

Chemotherapy
(FOLFOX)




NEOADJUVANT THERAPY IN RECTAL CANCER

REDUCES METASTASIS-FREE SURVIVAL

Short-course radiotherapy followed by chemotherapy before

total mesorectal excision (TME) versus preoperative
chemoradiotherapy, TME, and optional adjuvant
chemotherapy in locally advanced rectal cancer (RAPIDO):
arandomised, open-label, phase 3 trial

Renu R Bahadoer®, Esmée A Dijkstra®, Boudewsjn van Ettenf, Corrie AM Manijnen?

G H Beets-Tan, Lennart K Blo

Putter, Elma M

1009 HRO069(95% (0 054-090) p=0-0048

Patients with dstant metastases(%)

504
asd
5 p———
/’—/‘ =3
- /
! 2
0 Y T T T 1
0 1 2 3 .
Number at risk
(number censored)
Standard of care group 450 (0 450(2) 390 (3) 343(7) 311(138) 164 (166)
Experimental group 462 (0 462(1) 41412 372(9) 349 (156) 189(188)

3-year
distant
metastasis
rate:

20% vs.
26.8%

P =0.0048

Neoadjuvant chemotherapy with FOLFIRINOX and
preoperative chemoradiotherapy for patients with locally
advanced rectal cancer (UNICANCER-PRODIGE 23):

a multicentre, randomised, open-label, phase 3 trial

Thierry Conroy, Jean-Frangois Bosset, Pierre-Luc Etienne, Emmanuel Rio, Eric Frangois, Nathalie Mesgouez-Nebout, Vérnique Vendrely,
Xavier Artignan, Olivier Bauché, Dany Gargot, Valérie Boige, Nathali Bonichon-Lamichhane, Christophe Lowvet, Clotilde Morand,

Christetle de la Fouchardiére, Majit Lamfichekh, Beata Juzyna, Claire fouffroy-Zeller, Eric Rullier, Frédénic Marchal, Sophie Gourgou, Flarence Castan,

Christophe Borg, on befialf of the Unicancer Gastrointestinal Group and Partenariat de Recherche en Oncologie Digestive (FRODIGE) Group*
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Stratified hazand ratio 064 (95% 0 044-093); p=0017
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L] b 1 12 4 1] 36 42 4B 5 6o
Time since randomisation (months)
Mumbsr at risk
{mumber censored)

Meoadjwantchemotherapygroup  23100) 2B 212(8)  000%) 184(4) 156(31) 131(54) 109(7E) BB(YE) 65{117  S2{130)
Standard-of-caregroup  230(0) 200 (3) 191(4) 178N 10 {8) 153(18)  123(44) 96 (6E)  yoioz) 60107} 430117)

3-year MFS:
79% vs.
12%
P=0.017

Jeremy C. Jones, MD ASCO 2023



PRODIGE 23 TRIAL: ASCO 2023 UPDATE

SoCarm
MRI staging i J,“'”j" o
e 90 4ICYIOWKS _— mFOLFOX6, 12 cycles
Rand.o_mls.a Rz 1 SACARECIAINE TME or capecitabine, 8 cycles*(6 months)
Stratification: 1600/ma/mz/d
* center 9/ aays/iy
* cT3vscl4

* cNO vs cN+
* T extramural extension
(25 vs. <5 mm)
* tumor location
(cm from anal verge)
461 patients included

TNT arm

/\

Radiotherapy:
90.4 Gy /S WKS mFOLFOX6, 6 cycles

3 w1 ,
I I I I I I + gapgsiinlng or capecitabine,

1600/mg/m~d *
mFOLFIRINOX** SJ:Jszs rfl 4 cycles” (3 months)

6 cycles, 3 months

mMN-2002>»2>

**mFOLFIRINOX: At d1, Oxaliplatin 85 mg/m?, Leucovorin 400 mg/m?, Irinotecan 180 mg/m?;
Fluorouracil continuous IV infusion 2.4 g/m? over 46 hours (no bolus Fluorouracil)

*according to center choice throughout the study; adjuvant chemotherapy was mandatory in both arms regardless of ypTNM stage.

Conroy ASCO 2023



Disease-free survival

Disease-Free Survival

Total Neoadjuvant Therapy

Chemoradiotherapy

Total Neoadjuvant Therapy 95%CI

Chemoradiotherapy 95%CI

5.73 month benefit
for TNT

Syr

7yr

12

24 36 48 60 72 84
Time (months)

TNT SOC
73.1% 65.5%
67.6% 62.5% p value 0.048

Metastasis free survival

Metastasis-Free Survival

Total Neoadjuvant Therapy

Chemoradiotherapy Chemoradiotherapy 95%Cl

8.2% improvement

Total Neoadjuvant Therapy 95%CI

o yr

7yr

12

with TNT

|
24 36 48 60 12

Time (months)
TNT SOC
77.6% 67.7%
73.6% 65.4% p value 0.011

84



Cancer-specific Survival

Total Neoadjuvant Therapy Total Neoadjuvant Therapy 95%CI

Chemoradiotherapy

1_M

Chemoradiotherapy 95%CI

Cancer specific survival
(&)
1

25+ 3.84 month benefit
for TNT

I 1 I I I I T

T
0 12 24 36 48 60 12 84
Time (months)

TNT soc
5 yr 88.1%  82.4%

7yr 84.9% 79.6%  pvalue 0.051

Overall survival

Overall Survival

Total Neoadjuvant Therapy Total Neoadjuvant Therapy 95%CI

Chemoradiotherapy Chemoradiotherapy 95%CI

1- M
75~
5
251 4.37 month improvement
with TNT
0_
0 12 24 36 48 60 72 84
Time (months)
TNT SOC
5yr 86.9%  80.0%
7yr 81.9% 76.1%  p value 0.033



TNT FOR RECTAL CANCER

* |s the standard of care for locally advanced (T3N+, TANO, T4N+)
* Improves DFS, MFS & OS

* Remaining questions
- Management of T3NO
* Does everyone need FOLFIRINOX?
* Optimal timing of chemotherapy?
* All neoadjuvant or perioperative?



LOCALLY ADVANCED RECTAL CANCER:
PUTTING IT ALL TOGETHER



LOCALLY ADVANCED RECTAL CANCER MANAGEMENT

1. MSI-H/dMMR?

— Yes —> Immunotherapy

No

h 4

2. Candidate for sphincter
preservation surgery?

Yes

!

3. T and N stage?

SC XRT - surgery
T3 NO <

Any T4 _— FOLFOX** = XRT/CTX - surgery
Any N2~ RT/CTX > FOLFOX* - surgery

—— No —> XRT/CTX* 2 FOLFOX** - Assess for CCR

|

Yes
No ;
l WE&E&W

T2/3 N1 — FOLFOX - selective XRT - surgery

*SC XRT also a possibility
**Consider FOLFOXIRI




CASE 1

61 yo male presented to ED with 2-month history of increased frequency
of bowel movements (10-12/day), pain with defecation, 20-pound weight
loss. CT A/P: thickening of the distal rectum with no evidence of
metastatic disease. Colonoscopy: mass 6 cm from anal verge. Biopsy:
moderately differentiated adenocarcinoma. CT chest negative. Pelvic
MRI: T3N1 lesion. Tumor has normal expression of MMR proteins.
Next best step in management?

A. Long course chemoradiation
B. Short course radiation

C. FOLFOX

D. FOLFIRINOX



LOCALLY ADVANCED RECTAL CANCER MANAGEMENT

1. MSI-H/dMMR? —— Yes — Immunotherapy

No

h 4

2. Candidate for sphincter | =~ | XRT/CTX* = EOLEOX** = Assess for CCR

preservation surgery?

|
Yis SC XRT - surgery

T3 NO < or

|
Yes
NO ;

WEW

3. T and N stage? i
‘ g T2/3 N1 — FOLFOX - selective XRT = surgery

Any T4 _— FOLFOX** = XRT/CTX - surgery
Any N2~ RT/CTX > FOLFOX* - surgery

*SC XRT also a possibility
**Consider FOLFOXIRI




USE OF ctDNA IN LOCALLY ADVANCED RECTAL
CANCER

* Ongoing studies will help determine whether ctDNA after resection will
guide treatment and improve outcomes

* Not recommended for routine use at this time

* However, if it is used, use only to guide escalation of therapy
- Example: if ctDNA+, give adjuvant therapy

* At this time false negativity rate is approx. 50%, and using to de-escalate
therapy may miss a window of opportunity for cure
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