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Genel Bilgi

v'Radyoterapi (RT), larenks, hipofarenks gibi bas boyun kanserleri, prostat, mesane, meme ve
serviks kanserinin tedavisinde organ koruyucu bir tedavi yaklasimi olarak uzun vyillardir
kullanilmaktadir.

v'Anal skuam6z hicreli karsinom (ASHK), onkolojik tedavi sonuclarinin k6t ve morbidite
oranlarinin yiksek olmasina ragmen 1970 vyillara kadar abdominoperineal rezeksiyon (APR) ile
tedavi edilmekteydi

v'1974 yilinda Norman Nigro neoadjuvan kemoradyoterapi (KRT) sonrasi APR sirasinda tam
cevap elde ettigi 3 hastanin sonuclarini yayinladiktan sonra ASHK tedavi yaklasimi degismistir.

v ASHK tanili bircok hasta KRT ile tedavi edilerek cerrahinin ve 6mur boyu ostomilerin
sakincalarindan kurtarilmistir.

Nigro Nd,et al. Dis. Colon Rectum 1974
Houlihan OA,et al. Surgeon 2016




Genel Bilgi

Evre Il ve Il rektal kanser icin 5 yillik genel sagkalim (OS) orani %76,

5 yil icinde lokal ve uzak niks orani sirasiyla %6 ve %36’dir,

Rektal kanser cerrahisi sonrasi genel morbidite ve mortalite sirasiyla %25-58 ve %0.4-3.3 arasinda

degismektedir.

Anastomotik sizinti (%2.4-11), cerrahi bolge enfeksiyonu (%1.8-30), gecici (%60-74) ve kalici (%7-11) ostomi
yaninda kardiyorespiratuvar, trombotik ve Grogenital komplikasyonlar yan etki olarak karsimiza ¢cikmaktadir.

Uzun dénme yan etkilere baktigimizda, cinsel islev bozuklugu, erkek ve kadin hastalarin yaklasik tgte biri icin

onemli bir sorun olarak kalmaktadir.

Uriner disfonksiyon %12

Hur H,et al. J. Surg. Oncol. 2013
Hendren SK,et al. Ann.Surg. 2005




Genel Bilgi

v1980'den giinimiize kolorektal kanser insidansi, 55 yas ve Ustl yetiskinlerde diisis egiliminde,

v'Ancak, 55 vyas altindaki vyetiskinlerde insidansin yilda %2 arttigi ve Amerika Birlesik
Devletleri'nde 55 yas alti ntfusta mortalite oraninin yilda %1 arttigi bildirilmektedir.

v'2030 yilinda tani konulan tim rektal kanserlerin dértte birinden fazlasinin 50 yasin altindaki
hastalarda olacagi tahmin edilmektedir.

v" Bu genc yetiskin hastalarin tedavi oncelikleri, yash hasta gruplari ile tam olarak 6rtismeyebilir.

v'Rektal rezeksiyonun OS ve kanser sonuclari 6nemli 6ncelik tasimakla birlikte 6zellikle uzun
donem komplikasyonlari arasinda yer alan bagirsak, idrar ve cinsel fonksiyon bozukluklari
hastalarin yasam kalitelerini 6nemli oranda etkilemektedir.

Lemini R,et al. BMC Surg 2021
Denost Q. BrJ Surg 2020




Organ koruma stratejisinin rasyoneli

v'Rektal kanserli hastalarda organ koruma stratejisinin temel amaci onkolojik ve fonksiyonel
sonuclari dengelemektir.

v"Onkolojik rezeksiyonla iliskilendirilen morbiditeyi dnlemek veya en aza indirmek ve ayni
zamanda onkolojik sonuclari tehlikeye atmamaktir

1980s-1990s 1990< — 2000 2000s-2010s
- NSABP ROL GITSG: Adjuvant CRT bere firs = = - GCRS3. NRG-GIDOZ: TNT approaches
g - > . - T - e - g S
compared Surgery alone Datetv-TRAE:: Pre_aps AN TMIE irnprowves local cortrol - NIOAS/PROSPECT: Seloctive Ellrmination of XRT
- NCOCTG: Adjuvant CRT benefits vs XRT alone s FFCD 9203, EORTC 22921: Pre—op CRT improves local = R siting® (Crgan preservation)
. TME Surpery control & sphincter saving than pre-op XRT s — >
- Gerrman CAOSARO//AIO, NSABP ROS: Pre-op

- NiH consensus: Adjuvant CRT as the ‘standard” for
LARC CRY D TME D adiuvant chemo as the Standacd

- Swedish Trial: Pre-op XRT improwves local control of Care for LARC

v"NKRT sonrasi patolojik tam yanit (pTY) orani %10- %30.
v"NKRT klinik tam yanit oranlari (kTY) % 10-40

Habr-Gama A,et al. Ann. Surg. 2004
Habr-Gama A, et al.Dis. Colon Rectum 2013

v pTY lokal ve metastatik risk belirlenmesi icin iyi bir prognostik belirtectir.




Organ koruma stratejisinin rasyoneli

Organ

2019 %48.3

Anthony Loria,et al. J Clin Onco,2024




Operative Versus Nonoperative Treatment for Stage O
Distal Rectal Cancer Following Chemoradiation Therapy

Long-term Results

Angelita Habr-Gama, MD,* Rodrigo Oliva Perez, MD.* Wiadimir Nadalin, MD.7
Jorge Sabbaga, MD.7 Ulysses Ribeiro Jr, MD.7 Afonso Henrigue Silva e Sousa Jr, MD_.*
Fabio Guilherme Campos, MD,* Desidério Roberto Kiss, MD.,* and Joagquim Gama-Rodrigues, MDJF

v Bekle-ve-gor" stratejisi ilk kez 2004 yilinda Brezilya ekibi tarafindan tanimlanmuistir.

v" Alt ve orta rektum yerlesimli (anal kenardan 0-7 cm) rezektabl adenokarsinomu olan 265 hasta
retrospektif olarak degerlendirilmis

v'KRT 50.4 Gy/ 5-FU/Leukovorin

v'KRT tamamlanmasindan 8 hafta sonra klinik, radyolojik ve endoskopik degerlendirmeler
yapilmistir.

v'Tum hastalara histolojik yaniti degerlendirmek icin biyopsi yapilmis, rektoskopi sirasinda timor
yatagindan basit bir biyopsi alinmistir




Operative Versus Nonoperative Treatment for Stage O
Distal Rectal Cancer Following Chemoradiation Therapy

Long-term Results

Angelita Habr-Gama, MD,* Rodrigo Oliva Perez, MD.* Wiladimir Nadalin, MD.7
Jorge Sabbaga, MD.7 Ulysses Ribeiro Jr, MD.j Afonso Henrigue Silva e Sousa Jr, MD.*
Fabio Guilherme Campos, MD.* Desidério Roberto Kiss, MD,* and Joagquim Gama-Rodrigues, MD}F

v'Inkomplet yanit gésteren hastalara radikal cerrahi uygulanmis,
v'Tam bir kTY gosterenler «Bekle ve Gor" stratejisi ile siki bir sekilde takip edilmis,

v'kTY gosteren hastalara 12 ay boyunca her ay klinik ve digital rektal muayene (DRM), rektoskopi
ve CEA testi yapilmistir.

v'Tedaviden sonra ikinci ve Gglnci yillarda hastalar sirasiyla her 2 ve 6 ayda bir takip edilmistir.
vk yil boyunca Batin ve pelvik BT taramalari her 6 ayda bir tekrarlanmustir.

v'Bes yillik takipte OS ve hastaliksiz sagkalim (HSS) cerrahi grubunda sirasiyla %88 ve %83,

v «Bekle ve Gor" grubunda ise sirasiyla %100 ve %92 olarak bulunmustur.




Local recurrence after complete clinical response and
watch and wait in rectal cancer after neoadjuvant
chemoradiation: impact of salvage therapy on local
disease control

v"183 NKRT sonrasi kTY elde edilen 90 hasta degerlendirilmis
v'60 aylik izlem strecinde 28 hastada (%31) lokal niiks gozlenmis
v'Bu lokal nikslerin yarisi ilk 12 ay icerisinde meydana gelmis.

v"Nikslerin %90’nina cerrahi uygulanabilmis

v" Hastalarin %94'inde lokal hastalik kontroli ve %78’inde organ koruma saglanabilmis




" Bekle ve Gor " & Cerrahi

Nonsurgical ¥ Surgical

Mean Follow-Up,  Local Recurrence  Distant Recurrence
First Author No. of Patients months Rate, % Rate, % DFS Rate, % 0§ Rate, %
Habr-Gama" 71y22 57.3 v48 28 41v136 92 v83 (5 year) 100 v 88 (5 year)
Maas™ 21 v20 25v35 47v0 0v5 89 v93 (2 year) 100 v91 (2 year)
Dalton'’* bv6 255 vNA 0v333 0v333 100 vNA 100 v NA
Smith™ 32 v57 28 v43 187 v0 94 v5.2 88 vo8 (2year) | | 96 v100 (2 year)
Smith* 18 v30 684 v46.3 56 v0 56v33 NA NA
Li* 30 v92 59 v58 6.7 y22 33v54 90 v94.3 100 v95.6
Araujo™ 42 v69 471 119v14 95vI01 609 v828 | |71.6 vB99 (5 year]
Lai'® 18 v26 499 111 0v38 NA 100 v92.3
van der Valk“t 880 39 252 8 NA 84.7 (5 year)

Mehmet Akce, et al. J Clin
Onco,2019.




KTY Hastalarda "Bekle ve gor" &Cerrahi

Numberof  Median age Median Median Proportion  Pretreatment 2-yearlocal 2-yearlocal  Overall
patients (years; range)  follow-up  distance from  of pCR (%) TN stage regrowth recurrence  distant
(% male) (months)  anal verge (%T2, T3 Ne) (%) (%) metastases
(cmy; range) (%)
Watch-and-wait vs surgery with pathological comph P
Araujo et al (2015)"
Watch-and-wait 42 (40.5%) 636 (NR) 48 =Scm=833% NR 9-5% 167%
Surgery 69(493%) 6O1(NR) 47 %5 Cm=59.4% NR 2.9% 101%
Gossedge et al (2012)"
Watch-and-walt 15 (NR) 75 (NR} 48 NR NR, 67%, 67% 67% 67%
Surgery 13 (NR) 65 (NR) 61 NR NR, 92%, 100% 77% 77%
Maas ot al (20117
Watch-and-wait 21 (67%) 645(49-79) 15 NR 24%, 6%, 71% 48%¢ 00%
Surgery 20 (80%) 66 (37-81) 35 NR 5%, 85% 85% o% 5.0%
Smith et al (2012)*
Watch-and-wait 32 (NR) 70 (NR) 28 60(05-12) 31%, 69%, 56% 21% go%
Surgery 57 (NR) 60 (NR) 2 70 (212) 22%, 78%, 61% o% 20%
Smith et al (2015)%
Watch-and-wait 18 (83%) 623 (NR)* 68* 4 1(NR)* 6%, 89%, 39% 56%T 56%
Surgery 30 (67%) 604 (NR)* 46* 6-0 (NR)* 13%, 83%, 40% o% 33%
Watch-and. wait vs surgery with clinical complete response
Lal et al (2016)"
Watch-and-wait 18 (83%) 676 (NR)* 50* 3-35(NR)*$ 61%, 39%, NR 111%4 00%
Surgery 26 (46%) 638 (NR)* 42* 4B1(NR)*'t 962% 31%, 69%, NR 0%t 3.9%
Lietal (2015)*
Watch-and-wait 30 (60%) 62 (NR) 58 35(NR)* 17%, S0%, 53% 33% 33%
Surgery 92 (65%) 56 (NR) 58 3-8 (NR)* 88.0% 15%, 52%, 58% 2:2%¢% 6-5%
Seshadri et al (2013}~
Watch-and-wait 23 (61%) 50 (NR)* 72 30{0-6) 39%, 61%. NR 30.4%1 13.0%
Surgery 10 (60%) 55 (NR)" 37 40({0-7) 30% 40%, 60%, NR o%t 200%

NR=niot reported. pCRpathological compl

*Mean {SD). tCrude percentage. $Distance from dentate line

Table 2: Outcomes of comparative studies

Onkolojik sonuclarda fark yok
v Kanser spesifik mortalite(RR 0-58, 95% Cl 0-06—5-84)
v" HSS (HR 0-56, 95% Cl 0-20—1-60)

v" 0S (HR 391, 95% CI 0-57-26-72)

Lancet Gastroenterol Hepatol,2017; 2: 501-13




Watch and wait (Bekle ve gor)

National
Comprehensive
W&l Cancer
Network®

NCCN Guidelines Version 2.2024
pMMR/MSS Rectal Cancer
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Bekle ve GOr

v'Rektal kanserde "Bekle ve gdr« strateiisinin basarili bir sekilde uveulanmasinda en
on v"Tam yaniti degerlendirmenin altin standarti, total mezorektal eksizyon sonrasi histopatolojik
degerlendirme

v"Rezeksiyonun yapilmadigi durumlarda ise degerlendirme sinirhdir:
v" E ¥ Klinik muayene,
v'DRM
V'K o
v Endoskopi,

v'El v'Manyetik rezonans goriintiileme (MRI) kullanilarak radyolojik degerlendirme ile klinik yanit 11zl
bir  belirlenmektedir.

Carlos Cerdan-Santacruz, et all. Clin. Med. 2023




Klinik Degerlendirme ve DRM

v Klinik degerlendirme, timor yanitinin degerlendirilmesinde kullanilan énemli araclardan biridir.
v Tumor regresyonu yasayan hastalarda genellikle semptomlarda rahatlama olur,

v'DRM KTY icin;

v"Herhangi bir duzensizlik, kitle, tilserasyon veya darlik olmamasi

v'Yuzeyin dizenli ve diiz olmasi belirlenen kriterler arasinda yer alir

v'DRM sirasinda hissedilebilir kalinlasma, mukozal yiizeyin dizenli ve plrizsiz hissettirdigi
durumlara, kTY dislamaz.

Glynne-Jones R, et al. Ann Oncol 2017
Habr-Gama A, et al. Hematol. Oncol. Clin
NorthAm. 2015




> J Am Coll Surg. 2002 Feb;194(2):131-5; discussion 135-6. doi: 10.1016/51072-7515(01)01159-0.

Assessing the predictive value of clinical complete

response to neoadjuvant therapy for rectal cancer: an
analysis of 488 patients

v'488 NKRT sonrasi cerrahi yapilan hastalar prospektif olarak degerlendirilmis
v'Cerrahi sonrasi patolojik veriler ile cerrahi 6ncesi klinik degerlendirme verileri karsilastiriimis

v'kTY'a sahip olanlarin yalnizca %25'inin rezeksiyon sirasinda pTY

v'Bu da klinik degerlendirmenin tek basina kalan hastalik yikini degerlendirmede yetersiz
oldugunu gostermektedir.




Endoskopik bulgular

FIGURE 4. Endoscopic View After Chemotherapy and Chemoradiation

be Flg. 2 Mamtzined complicts response of a rectal tummaur, 4 yoamn Encoscopec veew of an aréd consistent wilh a compiete chinetal respornmsse
se followmy chemoradation. A typxcal appoarsnce scar i vmible, with no showing whitening of the mucosal scar (line) and mulbple aneas with
evidence of tumoar reasrcecs subsmucosal tefangiectasia (arrows)
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rva degil),
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Glynne-Jones R, et al. Ann Oncol 2017
Habr-Gama A, et al. Dis. Colon Rectum




Biyopsi

v'DRM ve proktoskopi ile kTY varliginda, endoskopik biyopsiler dnerilmez.

v'Hatta subklinik yanit durumunda bile, endoskopik biyopsi sonuclari dikkatli bir sekilde yorumlanmalidir.

> Colorectal Dis. 2012 Jun;14(6):714-20. doi: 10.1111/j.1463-1318.2011.02761 .x.

Role of biopsies in patients with residual rectal
cancer following neoadjuvant chemoradiation after
downsizing: can they rule out persisting cancer?

RO Perez ', A Habr-Gama, G V Pereira, P B Lynn, P A Alves, | Proscurshim, V Rawet, ) Gama-Rodrigues

v"NKRT uygulanan 172 hastadan kTY elde edilen 39 hasta degerlendirilmis
v'Baslangic tumor lokalizasyonlarindan biyopsiler yapilmis

v'25 hastada biyopsi sonucu pozitif gelmis, 14 hastada ise negatif

v Biyopsi sonucu negatif gelen 14 hastanin sadece 3’t pTY

v"Negatif prediktif degeri %11

Perez RO, et al. Colorectal Dis. 2012
Tamara G. Mullaney,et alANZ J Surg,2017




Radyolojik Degerlendirme

v "Bekle ve = I — —— : — stir.
b Complete radiological response (ymrTRG1) d Subcomplete radiological response (ymrTGR2)

v Cevap de; bunun
rezidiel ha
v'Bu nedenl ontem
olabilir.
v"Manyetik tir

v'T2 agirhk
v Tumor ya yUksek
kalitede olr

v'Son on vyildir fibroz/rezidiiel timoér sinyalini tanimlamak ve hastalari gruplar halinde
siniflandirmak icin MRG ile modifiye edilmis bir Mansard derecelendirme sistemi (mrtg)
kullanilmaktadir.

Tamara G. Mullaney,et alANZ J Surg,2017
Laurence Bernier,et Current Colorectal Cancer



Radyolojik Degerlendirme

v'Degerlendirme yaniti yontemi, bir dizi uluslararasi prospektif calismada test edilmistir

v'Bagimsiz bir prognostik faktér olmasi yaninda tekrarlanabilir bir gorinttileme araci oldugunu
gosterilmistir.

v2009,2013, 143 hastaya NKRT sonrasi cerrahi uygulanmis

v Tedavi dncesi ve sonras iklinik degerlendirme ve MRG yapilmis

v"Grad1-3 kTY ya da kTYY olarak tanimlanmis

v"Cerrahi sonrasi klinik degerlendirme verileri ile MRG verileri karsilastirilmis

v'Ozellikle rezidiiel mukozal anormallikleri olan hastalarda klinik degerlendirmeye gére 10 kat
daha fazla hastayi tanimlayabilmistir.

Tamara G. Mullaney,et alANZ J Surg,2017
Laurence Bernier,et Current Colorectal Cancer



Rectal Cancer: Assessment of Complete Response to

Preoperative Combined Radiation Therapy with
Chemotherapy—Conventional MR Volumetry versus

Diffusion-weighted MR Imaging

Luis Curvo-Semedo, Doenja M. ). Lambregts. Monique Maas. Thomas Thywissen, Rana T. Mehsen,
Guido Lammering. Geerard L. Beets, Filipe Caseiro-Alves, Regina G. H. Beets-Tan&

v"NKRT sonrasi cerrahi uygulaan 50 hasta retrospektif olarak degerlendirilmis

v'Tedavi 6ncesi ve sonrasi cekilen T2 agirlikl MRG ile Difuzyon agirlikli MRG iki farkli
radyolog tarafindan yeniden degerlendirilmis.

v'Bu calismada pTY’1 tahmin etmede duyarlilik %79, 6zgullik %100 ve dogruluk %94
olarak diflizyon agirlikh MRI lehine bildirilmistir




CEA

v'Yuksek serum CEA duzeyi kolorektal tanili hastalarin % 17-47’sinde bulunmaktadir.

v Tedavi 6ncesi CEA dlizevinin prognostik etkisi bircok calismada incelenmistir

V]
v'2006-2011 National Cancer Data Base yer alan 18,113 hasta degerlendirilmis

v"NKRT 6ncesi CEA duzeyi %47 hastada yiksek

v Tedavi 6ncesi CEA duzeyi yuksekligi;
v pTY ,patolojik timor regresyonu, timor evre gerilemesi ve OS ‘1 azaltan prognostik faktor olarak
bulunmus (p<0.001)

v'Sonug¢ olarak, CEA duzeyi yluksek hastalarin, "Bekle ve Gor" stratejisi icin uygun adaylan
olmayabileceklerini, bunun prospektif calismalarla arastirilmasi gerektigi bildirmislerdir

Won Kyung Cho, et al,Oncotarget,2017.




C E A > Dis Colon Rectum. 2009 Jun;52(6):1137-43. doi: 10.1007/DCR.0b013e31819&f76b.

The role of carcinoembriogenic antigen in predicting
response and survival to neoadjuvant
chemoradiotherapy for distal rectal cancer

v"170 NKRT sonrasi cerrahi uygulanmis hasta degerlendirilmis
v"NKRT 6ncesi ve sonrasi CEA dizeyleri karsilastiriimis

v"NKRT sonrasi CEA <5 ng/ml olan hastalarda
v'kTY ve pTY oranlari anlamli olarak ytiksek bulunmus

v"0S ve HSS anlamli olarak yuksek (p=0.01,p=0.03)

v'Sonu¢ olarak NKRT sonrasi CEA duzeyleri, alternatif tedavi stratejileri icin aday olabilecek
hastalarin karar verme sirecinde faydali olabilecegini bildirmislerdir




Dolasimdaki tumaor hucreleri

v"Metav 67 hasta NKRT sonrasi cerrahi, 181

PFS, O . : . .
v Tedavi 6ncesi ve sonrasinda hastalardan plasma ornekleri alinmis

v Metz
goster

UQc
c

v'Daha sonra PCR ile bu 6rneklerdeki DTH DNA analizleri yapilmis

\/Cerre‘/NKRT yanit veren hastalarda vermeyenlere gére 6nemli 6lclide daha dusik DTH DNA,;¢
faktor Putunlik endeksi bulunmustur (P =0.0009).

v"Cok degiskenli analizde, tedaviye timor yanitiyla DTH DNA bitiinlik indeksinin anlamli
ve bagimsiz olarak iliskili oldugunu gosterilmistir

v'Plazma dizeyindeki DTH DNA batunlik indeksi, rektum kanseri icin NKRT sonrasi
tumor yanitint ongérmek icin umut vadeden belirtec olabilir.

receiving preoperative chemoradiotherapy




Dolasimdaki tumor hicreleri

www.impactjournals.com/oncotarget/ Oncotarget, Vol. 7, No. 43

Research Paper
Circulating tumor cells: A promising marker of predicting tumor

response in rectal cancer patients receiving neoadjuvant chemo- [
radiation therapy

Wenjie Sun’?, Guichao Li*?, Juefeng Wan'?, Ji Zhu'?, Weiqi Shen??, Zhen Zhang'*?

115 NKRT’den 6-8 hafta sonra cerrahi uygulanan hastalar degerlendirilmis

Tec

Hastalarin "Gozlem ve Bekle" surecinde DTH DNA'sinin klinik yaniti
belirlemede kanitlanmis bir rolu yoktur.

pTY elde edilenlerde baslangic DTH anlamli olarak daha yiiksek bulunurken, tedavi sonrasi disiik DHT
olanlarda pTY daha yuksek bulunmus

Cok degiskenli analiz sonuclarinda NKRT sonrasi DTH duzeyi tedavi cevabini bagimsiz belirlemede
prognostik faktor olarak bulunmus

DTH, NKRT’ye verilen yanitlari degerlendirmek ve tahmin etmek icin gliclii ve umut verici bir aractir.




KTY Degerlendirme Kriterler;

TABLE 2. Proposed cCR Criteria by Vanous Studies and Clinical Guidelines

First Author or Guideline

Proposed cCR Criteria by Select Studies

Habr-Gama“®

Normal DRE
No disease per CT of the abdomean and peivis and chest x-ray
No residual uicer and negative biopsy finding per proctoscopy

Maas'*

No palpable tumor if initially palpable by DRE

Substantial downsizing with no residual tumor or fibrosis only, residual wall thickening as a result of edema only, no
suspicious ymph nodes on MRI

No residual tumor or only a small residual erythematous ulcer or scar, negative biopsy findings from the scar, ulcer, or former
tumor location by endoscopy

Dalton*’

No residual mucosal uicer evan if biopsy finding negative
Normal PET scan In patients with no mucosal ulcer and negative biopsy findings

Smith™

No palpable tumor by DRE
No visible pathology other than flat scar by endoscopy

LlJS

No palpable tumor by DRE
No visible lesion other than flat scar by endoscopy
No residual tumor by pehic CT, MRI, or transrectal uitrasound

Lai'®

No mass, mucosal irregulanty, or ulceration by DRE and endoscopic examination
Mucosal whitening and telangiectasia
No residual disease or extrarectal disease by CT or MRI or transrectal ultrasonography

van der Valk®

No signs of residual tumor by DRE, endoscopy, or imaging modality per participating institutional policy*

ESMO!

No palpable tumor or irregularity by DRE

No visible lesion by rectoscopy excegpt flat scar, telangiectasia, or mucosal whitening
Negative biopsy findings from the scar

No residual tumor at primary site or lymph nodes by MRI or ERUS

Normalized CEA level (< 5 ng/mL) after chemoradiotherapy if initially elevated

NCCN

No evidence of residual disease on DRE, rectal MRI, and direct endascopic examination

Mehmet Akce, et al. J Clin Onco,2019.




KTY Degerlendirme Kriterler;

Clinical complete response (cCR)*

» Digital rectal examination (DRE) and rectoscopy: no palpable tumour
material present, no residual tumour material or only a small residual

erythematous ulcer or scar. o
* MRI®: substantial downsizing with no observable residual tumour ’ I ' S

material, or residual fibrosis only (with limited signal on diffusion-
weighted imaging), sometimes associated with residual wall thickening
owing to oedema, no suspicious lymph nodes.

* Endoscopic biopsy: not mandatory to define cCR, biopsy should not be
performed, especially if the DRE, rectoscopy and MRI criteria for cCR
are all fulfilled. poskiosundaten

Near cCR (ncCR)

I n te r * DRE and rectoscopy: the presence of small and smooth regular
irregularities including residual ulcer, or small mucosal nodules or minor

reco j mucosal abnormalities, with mild persisting erythema of the scar. 3
* MRI: obvious downstaging with residual fibrosis but heterogeneous
m ea 4 orirregular aspects and signal or regression of lymph nodes with lfte r
no malignant enhancement features, but with a size of >Smm. .
(C h e r * Endoscopic biopsy*: not mandatory to define ncCR. ' l t h

* The presence of a palpable tumour mass and visible macroscopic
tumour and/or lack of regression of involved lymph nodes (patients who
do not fulfill the criteria for either a cCR or ncCR).




KTY Degerlendirme Kriterler;

Criteria for Complete Clinical Response

Near Complete Response®’
« If the patient has had a near complete response and wishes to avoid

surgery, then an additional 8 weeks of observation followed by
reassessment can be considered.
» An nCR is defined by:
0 Smooth induration or superficial minor mucosal irregularity on
DRE
0 Endoscopic appearance with irregular small mucosal nodules,
superficial ulceration, or mild persistent erythema
’ 0 T2-weighted MRI with downstaging with or without residual
’ fibrosis, small area of residual signal, and complete or partial
regression of lymph nodes '
0 Diffusion-weighted MRI with small area of residual high signal
intensity Ef
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Yanit degerlendirme zamani

v'Tedavi tamamlanmasi ile yanit degerlendirmesi arasindaki siire konusunda hala devam eden bir
tartisma var.

v Tumor regresyonunun en iyi oldugu zamani bulmak hastalarin "Bekle ve Gor" yaklasimi icin
uygun olma sansini artiracaktir

v"NKRT sonrasi hastalar 2 hafta ile 6-8 hafta sonra cerrahi kollarina randomize edilmisler

v
¢ Tam cevap orani 6-8 hafta sonra cerrahi yapilan kolda daha yuksek bulunmus (p=0.007)

v Sfinkter koruma, OS, morbidite ve lokal kontrol acisindan bir fark yok

Influence of the interval between preoperative
radiation therapy and surgery on downstaging and on
the rate of sphincter-sparing surgery for rectal
cancer: the Lyon R90-01 randomized trial




Increasing the Interval Between Neoadjuvant
Chemoradiotherapy and Surgery in Rectal Cancer: A
Meta-analysis of Published Studies

Fausto Petrelli !, Giovanni Sgroi, Enrico Sarti, Sandro Barni —

v'13 ¢alisma, 3584 hasta dahil edilmis

v'NKRT sonrasi 6-8 hafta ve daha kisa stirede yapilan degerlendirme karsilastiriimis

v'Patolojik tam yanit orani 6-8 hafta olan grupta anlaml olarak yiksek bulunmus (%6 )
(p<0.0001)

v"Onkolojik sonuclar agisindan iki grup arasinda fark yok

Extended Intervals after Neoadjuvant Therapy in Locally
Advanced Rectal Cancer: The Key to Improved Tumor Response
and Potential Organ Preservation

v'2006-2011,17255 hasta <6,6-8,>8 haftada yapilan cevap degerlendirmeleri
karsilastiriimis

v'Patolojik tam yanit >8 haftada anlaml




Total Neoadjuvant Therapy Approaches
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Yanit degerlendirme zamani

Box 2 | Consensus recommendations on the optimal RA time points for cCR determination

* Standard short-course radiotherapy (duration of 5 days) or chemoradiotherapy (CRT; duration of about 6 weeks)
for patients with early-stage tumours.

Timing of Assessment for Complete Clinical Response

. * For patients treated with chemotherapy first followed by radiation

anyl acepce . s
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earlier than 8 weeks after completion of radiotherapy to allow time ...
for delayed response to radiation.’ >

. » For patients treated with radiation first followec by chemotherapy |

in

earlier detection of patients with a poor response before the recommended time point cannot be provided because there is
insufficient evidence. Nevertheless, caution is needed, especially in patients with tumours featuring certain high-risk characteristics
(such as advanced cT stage '), and selective earlier imaging could be advocated to enable the identification of poor responders who
might have disease progression during preoperative treatment in order to offer immediate surgery.

Emmanouil Fokas, et al.
NATure RevleWS | CLINIcAL ONcologY,2021
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TABLE 3. Sunveillance Protocols and Local and Distant Recurrence Rates With Nonsurgical Management
Mean Local and Distant
| First No. of Patients Follow-Up, Recurrence Rates, |
Author  in the Protocol 1st Year 2nd Year 3rd Year 4th Year 5th Year months No. (%)
Habe- 71 DRE once a month DRE once every 2 months  DRE once every 6 months §7.3 (12-156) 2(28)and 3 (4.1)
Gama® Proctoscopy with biopsy Proctoscopy with biopsy Proctascopy with biopsy
(when feasible) once a (when feasible) once every  (when feasibie) once every
month 2 manths 6 months
CEA once 2 manth CEA once every 2 months  CEA once every 6 months
CTAPand CXR anceevery CT APand CXRonceevery CT AP and CXR every
6 months & months 6 months
Maas™ 21 DRE once every 3 months DRE once every 6 months  DRE once every 6 months DRE once every DRE once every 25 (5-44) 1{4.7) and 0 (0)
CEA once every 3 months  CEA once every 3 manths CEA once every 3 months 6 manths 6 manths
MRI once every 3 months  MRI once every 6 months  MRI once every 6 months  CEA once every CEA once every
CT CAP once every 6 CT CAP once svery 12 CT CAP once every & manths 6 months
months months Endoscopy with 12 months MRI pnce every MRI once every
Endoscopy with biopsy biopsy once every 6 Endoscopy with biopsy 6 months 6 months
once every 3 months months once every 6 months CT CAP once every CT CAP once every
12 months 12 months
Endoscopy with Endoscopy with
biopsy once every biopsy once avery
& months & months
Datton*” 6 Examination under CEA frequency not defined 255 (12.45) 0O (0)and O(D)
anesthesia at 3 months MRI once every 12 months
and 1 year PETICT once every 12
CEA frequency not defined  moanths
MRI once every 6 months
PET/CT once every
& manths
Smith™* 32 Flexible sigmoidoscopy Flexible sigmaidascopy once 28 (9-70) 6 {18.7) and 3 (9.4)
once every 3 months every 4-6 months
Cross-sectonal imagingt  Cross-sechonal imaging
once every 6 months once every 6 months
Smith'* 18 Proctoscopy once every Proctoscopy once every 6 Proctoscopy once every Proctoscopy once Proctoscopy once 684 1{5.6) and 1 {5.6)
3 months manths 6 months every 12 maonths every 12 months
CEA once every 3 months  CEA once every 6 months CEA once every 6 months  CEA once every CEA once every
PET/CT or CT CAP once PET/CT or CT CAPonce  PETCT or CT CAP once 12 months 12 months
every 6 months every 12 months every 12 months PET/CT or CT CAP PET/CT ar CT CAP
Colonascopy once every once every 12 months  once every 12 months
6 months

Mehmet Akce, et al. J Clin Onco,2019.
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Table Z | Consensus follow-up methods and intervals for organ preservation

strategies

National — .

cirimo;rzhensive NCCN Guidelines Version 2.2024
NCCN B Rectal Cancer

SURVEILLANCE FOLLOWING NONOPERATIVE MANAGEMENT

» History and physical examination every 3-6 months for 2 years and then every 6 months for a total of 5 years
» CEA every 3-6 months for 2 years, then every 6 months for a total of 5 years

* DRE and proctoscopy or flexible sigmoidoscopy every 3—4 months for 2 years, then every 6 months for a total of 5 year
* MRI rectum every 6 months for up to 3 years

» CT chest/abdomen every 6—-12 months for a total of 5 years, CT pelvis to be included once no longer doing MRI
= Colonoscopy at 1 year following completion of therapy

» If advanced adenoma, repeat in 1 year

» If no advanced adenoma, repeat in 3 years, then every 5 years

» Principles of Nonoperative Management (REC-H)

i Mttid Bt B A B R AR e b S AR Ad - Bdodbdd o b d i b Gl pE i ol

or definitive treatment, DRE, dlgltal rectal examination.

Emmanouil Fokas, et al.
NATure RevleWS | CLINIcAL ONcologY,2021




Lokal Yeniden BUyume

v’ kTY elde edildikten sonra primer timorin rektal duvar, mezorektum veya lateral pelvik duvarda
yeniden ortaya ¢cikmasi olarak tanimlanmaktadir.

v kTY elde edilen ve cerrahi olarak miidahale edilmeyen hastalarin yaklasik %25-30’nda bir lokal
yeniden blyume gelisebilmekte

v Bu risk, kTY elde edilmesinden hemen sonraki ilk 2-3 yil icinde en yliksektir.

v'Yeniden blyime, c¢ogu durumda tedavi edilebilir ve neredeyse vakalarin %90''nda RO
rezeksiyonu mimkundadir.

v'Lokal yeniden buyime saptanmasi durumunda yapilan cerrahi mikemmel lokal hastalik
kontrolu saglar ve sonraki niiks orani vakalarin <5'inde gerceklesir.

Carlos Cerdan-Santacruz, et all. Clin. Med. 2023




Sonuc Olarak...

v "Bekle ve Goér " yaklasimi, rektum kanserli hastalarda gtivenilirligi ve etkinligi bircok calismada
kanitlanmistir.

v'Deneyimli ve c¢ok disiplinli ekiplere sahip merkezlerde,

v Her hastanin tedavi hedefleri ve cerrahi istek ya da isteksizligi, yogun izlemi kabul edip
etmeyecegi dikkate alinarak karar verilmelidir.




