Dataset S1: Drugs from the top-100 best-selling drugs list that target circadian genes.

Rank {Sales |Trade name Drug Indications Circadian-gene targets Organs in which targets oscillate
1($1.53 b |Abilify aripiprazole Bipolar disorder, Major depressive Htr2c, Htr1b, Htr2a, Chrm2, Drd4, lung, heart, brainstem, white fat, adrenal
disor... Adra2b, Adralb, Adrala gland, liver, brown fat, kidney, skeletat
muscle, cerebeltum
2/81.46 b |Nexium esomeprazole Gastritis, GERD, Esophagitis Atpda liver
3|$1.30 b |Cymbalta duloxetine Chronic pain, Fibromyalgia, Diabetic  (S/c6a4 adrenal gland, kidney
neu...
4/$1.30b |Crestor rosuvastatin Hyperlipidemia Hmgcr, Abccl, Abccd lung, heart, hypothalamus, liver, brown fat
5/$1.28 b |Advalr Diskus  |fluticasone + salmeterol |Asthma, Chronic obstructive Serpina6, Pgr, Nr3c2, Adrb2, Pla2g4a lung, heart, liver, kidney, skeletal muscle,
pulmonary di... aorta
6/51.22b |Humira adalimumab Rheumatoid arthritis, Crohn's disease, |Fcgr2b, Fcgr3 liver, kidney
U...
7($1.08 b [Enbrel etanercept Rheumatoid arthritis, Psoriasis Fcgr2b, Tnfrsfib, Fcgr3 hypothalamus, liver, kidney
10/$859 m |Neulasta filgrastim Acute myeloid leukemia Csf3r lung
11/$794 m |Rituxan rituximab Rheumatoid arthritis, Non-Hodgkin's |Fcgr2b, Ms4al, Fcgr3 liver, kidney, skeletal muscle
' lymp...
12|$726 m |Spiriva tiotropium Chronic obstructive pulmonary Slc22a5, Sic22a4, Chrm2 heart, brainstem, brown fat, kidney, aorta
disorder
14/$701 m |Januvia sitagliptin Diabetes mellitus T2 Abcbla, Dpp4 heart, adrenal gland, liver, kidney
16/$641 m |Avastin bevacizumab Colorectal cancer, Non-small cell tung |Fcgr2b, Vegfa, Fcgr3 heart, brown fat, liver, kidney, skeletal
: C... muscle, aorta
17/$637 m |Lantus Solostar |insulin glargine Diabetes mellitus T2 lgfir kidney
18($592 m |Lantus Insulin glargine Diabetes mellitus T2 Igfir kidney
20($538 m |Diovan valsartan + Hypertension, Heart failure Sic22a6, Agtria, Slco1b2, Card, Kenmal, |heart, adrenal gland, liver, kidney, skeletal
hydrochlorothiazide Carl2, Car2 muscle
22|$518 m |Celebrex celecoxib Osteoarthritis, Rheumatoid arthritis  |Ptgs2, Pdpk1, Abccd lung, brainstem, brown fat, aorta,
cerebellum
24/5471 m |Herceptin trastuzumab Breast cancer Fcgr2b, Erbb2, Egfr, Fcgr3 heart, liver, kidney
26(5438 m |Gleevec Imatinib Chronic myeloid leukemia Ptgs1, Kit, Slc22a2, Abcg2, Pdgfra, lung, heart, brainstem, white fat, adrenal
Pdgfrb, Ddr1, Abca3, Abl1, Ret, Abcbla |gland, brown fat, liver, kidney
27|$431 m |Vyvanse lisdexamfetamine Attention deficit hyperactivity disorder|Adralb liver
29/$415 m |Lucentis ranibizumab Macular degeneration Vegfo heart, brown fat, liver, skeletal muscle,
aorta
30({$413 m |Synagis palivizumab Respiratory syncytial virus Fcgr2b, Fegr3 liver, kidney
31/$395 m |Zetia ezetimibe Hyperlipidemia Soatl, Abec2, Anpep, Abcbla lung, heart, brainstem, adrenal gland, liver,
kidney
32($392 m |Tamiflu oseltamivir Influenza Neu2, Neul, Ceslg, Slc22a8, Slc15a1, lung, liver, brown fat, kidney, cerebellum
Abccd
33($383 m |Ritalin methylphenidate Attention deficit hyperactivity disorder|Slc6a4 adrenal gland, kidney




Rank (Sales |Trade name Drug Indications Circadian-gene targets Organs in which targets oscillate

83/$201 m |Synthroid levothyroxine Hypothyroidism Slc16a2, Serpina7, Thrb, Thra, Abcbla  |lung, heart, white fat, adrenal gland, brown
fat, liver, kidney, aorta, skeletal muscle,
cerebellum

84/5198 m |Evista raloxifene Osteoporosis Ncoa2, Cyp2b10, Esr1, Esr2 lung, white fat, brown fat, liver, kidney,
aorta

87/5196 m |Betaseron Interferon beta-1b Multiple sclerosis Ifnar2 skeletal muscle

88/5193 m [Lipitor atorvastatin Hyperlipidemia Hmgcr, Cyp2b10, Ahr, Abcc5, Abccl, lung, heart, brainstem, white fat, adrenal

Abcbla, Abccd, Dpp4 gland, hypothalamus, brown fat, liver,

kidney, aorta, cerebellum

90/5189 m |Lunesta eszopiclone Insomnia Ptgs1, Tspo, Gabra3 lung, heart, adrenal gland, kidney

97/$175m |Xeloda |capecitabine Breast cancer, colorectal cancer Cda, Tymp, Tyms, Ces1g, Dpyd lung, adrenal gland, liver, brown fat,
kidney, aorta

985173 m |Prilosec omeprazole Gastritis, GERD, Esophagitis Cyplal, Atp4a, Abcg2, Cyp1bl, Abcbla |lung, heart, brainstem, white fat, adrenal
gland, brown fat, liver, kidney

995171 m [Focalin XR dexmethylphenidate Attention deficit hyperactivity disorder|Slc6a4 adrenal gland, kidney




Primary antibodies used were as follows: anti-PTGS1 (160110;
Cayman Chemical) and anti-GAPDH (sc-25778; Santa Cruz).
Membranes were then rinsed twice each:with TBS-0.05% Tween
and blocking solution. Following rinses, membranes were probed
with secondary antibody at room temperature for 70 min. Those
membranes treated with anti-PTGS1 were incubated with anti-
mouse IgG HPR-linked secondary antibodies (NA931V; GE
Healthcare), whereas membranes treated with anti-GAPDH
were incubated with anti-rabbit IgG HPR-linked secondary an-
tibodies (NA934-1ML; GE Healthcare). Membranes were then
rinsed five times for 10 min in TBS-0.05% Tween, and then im-
aged by using standard autoradiograph techniques after the ap-
plication of Western Lightning Plus ECL (PerkinElmer) Western
blotting detection reagent.
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RNA extraction and quantitative PCR. RNA was extracted from cells by

using TRIzol reagent (Life Technologies) with Direct-zol RNA

MiniPrep kit (Zymo Research), according to manufacturer’s

protocol, cDNA was generated from 500 ng of RNA by using the.
qScript cDNA. Synthesis Kit (Quanta Biosciences), and gPCR
was performed on the ViiA 7 Real-Time PCR System (Life

Technologies) using the PerfeCTa FastMix I, Low ROX reagent

(Quanta Biosciences), according to the manufacturer’s protocols.

Relative expression quantification of the qPCR data were per-
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Technologies) was quantified by using Gapdh (4352661; Life
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