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Table 1. American Joint Committee on Cancer (AJCC)
TNM Staging System for Kidney Cancer (8th ed., 2017)
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Table 2. AJCC Prognostic Groups

T Primary Tumor T N M
™ Primary tumor cannot be assessed
o N Z u Pskiang Stagel T NO Mo
™ T0 or se7nce ? pnmatry t dr'nor ion, limited to the kid e A No i
umor <7 cm in greatest dimension, limited to the kidney stage il TIT2 N MO
T1a Tumor <4 cm in greatest dimension, limited to the kidney 13 NXNO-N1 Mo
T1b Tumor >4 cm but <7 cm in greatest dimension, limited to the kidney StagelV T4 Any N MO
T2 Tumor >7 cm in greatest dimension, limited to the kidney AnyT  AnyN M1
T2a Tumor >7 cm but <10 cm in greatest dimension, limited to the kidney
T2b Tumor >10 cm, limited to the kidney
T3 Tumor extends into major veins or perinephric tissues, but not into the
ipsilateral adrenal gland and not beyond Gerota’s fascia
T3a Tumor extends into the renal vein or its segmental branches, or invades
the pelvicalyceal system, or invades perirenal and/or renal sinus fat but not Table 3. Histologic Grade (G)
beyond Gerota'’s fascia GX Grade cannot be assessed
T3b Tumor extends into the vena cava below the diaphragm G1  Nucleoli absent or inconspicuous and basophilic
T3c Tumor extends into the vena cava above the diaphragm or invades the wall at 400x magnification
of the vena cava G2 Nucleoli conspicuous and eosinophilic at 400x
T4 Tumor invades beyond Gerota’s fascia (including contiguous extension into magn!ﬁcat!on, usbsatnet preaientatiuix
S magnification
the ipsilateral adrenal gland) z . . o
G3 Nucleoli conspicuous and eosinophilic at 100x
v Roaioaa e magnification
eg.ona YMph Roces G4 Marked nuclear pleomorphism and/or
NX Regional lymph nodes cannot be assessed multinucleate giant cells and/or rhabdoid and/or
NO No regional lymph node metastasis sarcomatoid differentiation
N1 Metastasis in regional lymph node(s)
M Distant Metastasis
MO No distant metastasis
M1 Distant metastasis

Table 1: AJCC TNM staging (2017 edition)

Table 2: AJCC prognostic group depending on TNM staging

Table 3: Fuhrman histologic grading of renal mass
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Memorial Sloan Kettering Cancer Center (MSKCC) Prognostic Model and International Metastatic Renal Cell
Carcinoma Database Consortium (IMDC) Criteria

Memorial Sloan Kettering Cancer Center (MSKCC) Prognostic Model®

Prognostic Factors Prognostic Risk Groups

+ Interval from diagnosis to treatment of less than 1 year * Low-risk group: no prognostic factors

* Karnofsky performance status less than 80% « Intermediate-risk group: one or two prognostic factors
* Serum LDH greater than 1.5 times the upper limit of normal (ULN) * Poor-risk group: three or more prognostic factors

* Corrected serum calcium greater than the ULN
* Serum hemoglobin less than the lower limit of normal (LLN)

International Metastatic Renal Cell Carcinoma Database Consortium (IMDC) CriteriaP

Prognostic Factors Prognostic Risk Groups
+ Less than one year from time of diagnosis to systemic therapy « Favorable-risk group: no prognostic factors
* Performance status <80% (Karnofsky) « Intermediate-risk group: one or two prognostic factors

* Hemoglobin < lower limit of normal (Normal: 120 g/L or 12 g/dL)
+ Calcium > upper limit of normal (Normal: 8.5-10.2 mg/dL)

+ Neutrophil > upper limit of normal (Normal: 2.0-7.0x10°/L)

* Platelets > upper limit of normal (Normal: 150,000-400,000)

* Poor-risk group: three to six prognostic factors

:stage 4 Oblew 33 (hya  bgipe LSS OIS

el @y J 03 Glaeds Sl b 5o Jadd 9 wil (o Glasios dlope )0 ol Jl> o Cilgl 93 Oloys e

Ol 2 (3l Jom Cygao 33 il (2 dazlye 4l 0395 4 Jadye o3Dle K05 b g Syszlod b 4841y coidle Slilio Ohlaw 3> @
21 el 55l (2938505

oh) S0 3 Ogumltgunl ¢ AiiS (2 dazlio S )0 b grusle §9zlen Wil eDhe b 9 il (03 (P Colin &S (Ghlag 5> @
Wb (2 ol 5S1e 5> YLl

hr Bl 5l S u5)ls Olgsuiul b g 30 cduy )5 (0ligo metastatic) 394owe S lwslio 9 ddgl 0365 S Ollag )l ($zgS diwwd 3o @
by dud> ) ) 0lg8 (2 ) biwlin 9 ddgl 0395 (GHlw gl 01> plxl 2 ¢Slwlio 9 ddgl 0393 (> OlgS (2 el 1Sy b
@213 19095 9233y O3S yo Ol hr b 4S 394 2 NI Jhlow 4 4SS 3 Jluslie 9K9l .31 plasil oo 31 oglane Skl
Jab

& b planil cjg oS Jaxd Sl Olgauiul )3 g9dgll Luyd ($uSih Ol b g (£ JUE Sy 2 0395 JLa3 L Oblaw pam )3
il oo il g3

:stage 4 )0 St (Slgilayd

vzed 9 (Juo A5 42 L9 AS) Sigdgiund £55 oy 4 uiSstage 4 Ollex 13 NCCN Jawgd ouids diso 95 Sientiaanren Slgilayod
Sk 09,5 Sl s 0t 3 (Sd duuo g3 . Casel b 83)97 1) Jgldr 3 MSKCC 9 IMDC SS9 Sl Jde Slise 3 o 09,8 Suw)
WAl (2 ) Oyguo 4 dS ol 0dd Sy diwwd ¥ 5 ) Jle 39390 Jalgds Bl )

Al (2 dude ygSde dlslde dS s SO (33195 9 ol didigs Vb Hlael b uslgds Guluolys 1) 09,8

D13 3929 9o dSlde (3393 dude 3yga )3 Cwd S0 (38195 Lol ol didogs (b Hliel b udlgds (uluoly 123 09,5

D1 3579 ygSde dlSlde O3g) duda 3yg0 yd (33143 . odd didgd b Hlael b daled wlwly :2b a3)§

)15 3929 O 039 e 3y98 )3 (pa (33195 pue 9 e Lol ool Cwsdy sl 1 diwed ;8 31 Gudlgds yo oluslys 1Y 09,8

8|Page



FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? « Axitinib + pembrolizumabP® (category 1) « Axitinib + avelumab® « Active surveillance®
« Cabozantinib + nivolumabP® (category 1) * Cabozantinib (category %B) « Axitinib (category 2B)
« Lenvatinib + pembrolizumab® (category 1)  * Ipilimumab + nivolumab « High-dose IL-29 (category 2B)
* Pazopanib
* Sunitinib
Poor/ « Axitinib + pembrolizumabP® (category 1) « Axitinib + avelumab® « Axitinib (category 2B)
intermediate? |+ Cabozantinib + nivolumabP (category 1) * Pazopanib « High-dose IL-24 (category 3)
« Ipilimumab + nivolumabP (category 1) * Sunitinib * Temsirolimus® (category 3)
« Lenvatinib + pembrolizumab® (category 1)
» Cabozantinib

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY
Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* Cabozantinib (category 1) « Axitinib (category 1) * Everolimus
* Lenvatinib + everolimus « Axitinib + pembrolizumab® « Bevacizumabf (category 2B)
« Nivolumab® (category 1) « Cabozantinib + nivolumab® « High-dose IL-2 for selected patientsd (category 2B)
« Ipilimumab + nivolumabP® « Sorafenib (category 3)
« Lenvatinib + pembrolizumab® * Temsirolimus® (category 2B)
* Pazopanib « Belzutifan (category 2B)
* Sunitinib
* Tivozanib9 (categor¥, 1)
« Axitinib + avelumab® (category 3)

SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGY"

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* Clinical trial * Lenvatinib + everolimus * Axitinib
« Cabozantinib « NivolumabP « Bevacizumab'
* Sunitinib * Nivolumab + cabozantinib « Bevacizumab' + erlotinib for selected patients with advanced
* Pembrolizumab® papillary RCC including hereditary leiomyomatosis and renal cell

carcinoma (HLRCC)-associated RCC (See HRCC-D)

« Bevacizumabf + everolimus

« Erlotinib

* Everolimus

* Nivolumab + ipilimumab (category 2B)

* Pazopanib

» Temsirolimus® (category 1 for poor-prognosis risk group; category
2A for other risk groups)
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