Supplementary Material
Table S1. TCGA 33 cancer cohorts and their abbreviations.
	Cancer full name
	Abbreviation
	Cancer full name
	Abbreviation

	Adrenocortical carcinoma
	ACC
	Lung adenocarcinoma
	LUAD

	Bladder Urothelial Carcinoma
	BLCA
	Lung squamous cell carcinoma
	LUSC

	Breast invasive carcinoma
	BRCA
	Mesothelioma
	MESO

	Cervical squamous cell carcinoma and endocervical adenocarcinoma
	CESC
	Ovarian serous cystadenocarcinoma
	OV

	Cholangiocarcinoma
	CHOL
	Pancreatic adenocarcinoma
	PAAD

	Colon adenocarcinoma
	COAD
	Pheochromocytoma and Paraganglioma
	PCPG

	Lymphoid Neoplasm Diffuse Large B-cell Lymphoma
	DLBC
	Prostate adenocarcinoma
	PRAD

	Esophageal carcinoma
	ESCA
	Rectum adenocarcinoma
	READ

	Glioblastoma multiforme
	GBM
	Sarcoma
	SARC

	Head and Neck squamous cell carcinoma
	HNSC
	Skin Cutaneous Melanoma
	SKCM

	Kidney Chromophobe
	KICH
	Stomach adenocarcinoma
	STAD

	Kidney renal clear cell carcinoma
	KIRC
	Testicular Germ Cell Tumors
	TGCT

	Kidney renal papillary cell carcinoma
	KIRP
	Thyroid carcinoma
	THCA

	Acute Myeloid Leukemia
	LAML
	Thymoma
	THYM

	Brain Lower Grade Glioma
	LGG
	Uterine Corpus Endometrial Carcinoma
	UCEC

	Liver hepatocellular carcinoma
	LIHC
	Uterine Carcinosarcoma
	UCS

	Uveal Melanoma
	UVM
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Figure S1. Correlation analysis between ANO family and six immune subtypes.
(a)	The medium expression level of ANO family in C1-C6 immune subtypes.
(b-d)	Boxplot showing expression differences of ANO family in different immune subtypes with tumor of LIHC, BRCA and SARC, respectively.
[bookmark: _GoBack](***: p < 0.001; **: p < 0.01; *: p<0.05; LIHC: Liver hepatocellular carcinoma, BRCA: Breast invasive carcinoma, SARC: Sarcoma). 
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Figure S2. Three examples showing the correlation between ANO family and stemness indices, stromal scores, immune scores, estimate scores and tumor purity. 
(LIHC: liver hepatocellular carcinoma; COAD: colorectal adenocarcinoma; HNSC: head and neck squamous carcinoma) 
[image: C:\Users\Administrator\Desktop\final manuscript\FigureS3.tif]
Figure S3. Correlation between ANO family and drug sensivity.
Scatter plots showing correlation between ANO family and many compounds. (Vertical axis means drug activity Z score in Cellminer database and horizontal axis stand for expression level of each ANO member)
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Figure S4. Protein-protein network, correlation analysis and alteration in ANO family.
(a)	The protein-protein interaction network, ANO1, ANO8 among the center stage.
(b)	Correlation heatmap. Intense correlations were seen between ANO4 and ANO5, ANO7L1 and ANO9, both with a Pearson coefficient of 0.35.
(c)	Oncoprint showing the alteration of ANO family. ANO1, ANO2 took up the top roll with a mutation frequency of 7% and 4% respectively.
[image: ]
Figure S5. The speculative mechanism diagram of ANO family.
(a) 	The structure of ANO family proteins.
(b) 	As data from exoRBase has confirmed the exosome expression of ANO family in several cancer tissues, it can be speculated that all ANO members can act as exosome themselves to mediated downstream signal transduction.

image1.tiff
i S R

Cancer G,

Carcer: LUAD

MR,

sdlisdadil il





image2.tiff
a

Cancar L
§

i

i

-1

-8

i

Gene expression

Cancer: COAD
o1 oo

3
i
8
§
H
c
Cancer: HNSC

ANO1 ANO10 ANO2 ANOT7LY ANO8 ANO9 ANOS1 ANOS2P

SsuNY

R=011.p=008 -rae d Re023 p=20-07

o

au005EWONS ssyNa

‘as00gaUnWL|

210983UVNILST

Gene expression




image3.tiff
ANO2, Eribulin mesilate
0.524, p<0.001

ANOSH1, Acrichine
Cor=-0.505, p<0.001

ANOS9, 8-Chloro-adenos
Cor=0.504, p<0.001

ANO10, By-Product of CUDC-305

Cor=-0.503, p<0.001

ANO10, Eribulin mesilate
Cor=-0.502, p<0.001

ANO2, Vinorelbine
Cor=-0.490, p<0.001

ANO2, Paclitaxel
Cor=-0.488, p<0.001

ANO10, Dolastatin 10
Cor=-0.477, p<0.001

ANOB8, Selumetinib
Cor=-0.469, p<0.001

ANOS, Alvocidib
Cor=-0.458, p<0.001

ANO?2, Vinblastine
Cor=-0.457, p<0.001

ANOS9, Palbociclib
Cor=0.456, p<0.001

-1

-2

-3

bu

ANO7, ABT-199
Cor=0.454, p<0.001

00 02 04 08

ANO4, Vemurafenib
Cor=0.450, p<0.001

08

0.0 05 1.0 15

ANOB, Buthionine sulphox
Cor=0.442, p<0.001

ANO7, Carboplatin
Cor=0.437, p<0.001

o W o

°
©





image4.tiff
Cc

Mutation spectrum

Cancer Type

ANO1
ANO2
ANO3
ANO4
ANOS5
ANOB
ANO7
ANO7L1
ANO8
ANOY
ANO10
ANOS1
ANOS2P

Genetic Alteration
Mutation spectrum

Cancer Type

27%

2.3%

29%"

22%

22%

1.5%

27%

2 s 4 % &
8 5 3 & 3 & ¢ 8 &8 8 & 8 &
g ¢ g £ g g g g g g g g ¢
f % % % % % % % % % % 2 % s
mog. .‘ P
ANOTLY . [ ] o0
ANO1T ’ 06
ANOS
04
ANOTO
02
AnO2
ANOS1 3
ANO3
-z
ANOS
04
ANOS
ANO4 s
ANOS2P -005 -04  -044 005 -04 0 007 004 008 012 006 ‘ s
ANO7 003 | -044 -004 -019 002 001 -006 -0.09 002 -002 011 043 .
-
L P i
B A N i s i iy

§ Infrase Mutation (unknown significance) | Missense utation (unknown significance)  Truncating utation (unknown significance) l Fusion | amplification || Deep Detetion [ No alterations - Not profiled

Ior lox or [on Ioc Ive -soam

W ceenccorticnt cactoomn | master vronerson corcisana | corvica snacarsnoms | corvicar squsous cen cascinens | Jestorectar Poseruee csomn [ emcapestos crions
Tentoneriat cornonn [ ssotasent Scasous ce carcinna | 1 PR— | st ant ek sqmons cen cascimosa | mepatocennner catons
Jsosasve secas carcinoma | eukenia [ ture s-cet seoptazms uctommn [osce conetio x| vomSeminomaous Gers et Tusor | on-Sant o1t L concer | octar tehaons
[ F— 1 Jrreun [ — Jrener s cont cascinons | enst s-crene cet curcinosa [ surcoma | semtnns

[ ymic epithersal Tumor || Stosach [ e Thyroid Cancer





image5.jpeg
Segment (b),
‘calmodulin binding
modulates channel

EEEEEAVK domain modulates

voltage-dependence and
Ca?* sensitivity

Calmoduiin binding
domains, regulate
bicarbonate permeabilty





