SNP Miner Trials

Unique insights from ClinicalTrials.gov by mining proteinmutations and RSids in addition to applying the HumanPhenotype Ontology

Developed by Shray Alag, The Harker School, San Jose, CA

Data from March 2020

Details of data processed

* Number of clincal trials: 332,418
¢ HPO: nodes: 14,961, Parent-child hierarcy: 18,547, Phenotype to gene: 820,297, Unique genes: 4,312

The Java API for accessing HPO and MeSH terms with clinical trials.

¢ HPO to Clinical Trials
¢ MeSH Ids and MeSH Terms

RSids Protein Mutation
e Reports for SNPs in Clinical Trials * Reports for protein mutations mentioned in clinical trials
e Reports for Clinical Trials that mention a RSid * Reports for clinical trials that reference a protein mutations
Details of RSids across ClinicalTrials.gov: Protein mutations found by MutationFinder across

ClinicalTrials.gov:

Item Number
Item Number
1 Number of unique RSids 566
1 Number of unique MutationFinder mutations 962
2 Number of clinical trials with Rsids 368
2 Number of clinical trials with mutation 1,939
3 Number of RSids references 798
3 Number of mutation references 3,881
[ Java sDk ]
¢ Retrieve SNPs and Clinical Trials [ Java SDK]
* Retrieve HPO ids and Clinical Trials with SNPs * Retrieve Protein Mutations and Clinical Trials
¢ Retrieve MeSH ids and Clinical Trials with SNPs * Retrieve HPO ids and Clinical Trials with Protein Mutations
¢ Related HPO Terms using RSids Example » Retrieve MeSH ids and Clinical Trials with Protein Mutations
¢ Google Colab Notebook with Python Example * Google Colab Notebook with Python Example

Figure 1. Screenshot of the home page of SNP Miner Trials (http://snpminertrials.com),
which provides access to analytics, reports, and APIs.
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& SNP Miner Trials.ipynb
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Open in playground

<>
[ ] #URL for SNP and Clinical Trials Data
remoteFileName = 'http://s3-us-west-1.amazonaws.com/032020.snpminertrials.com/api/data/snp/snpDetailsInClinicalTrials.txt’
] import urllib.request
!
with urllib.request.urlopen(remoteFileName) as response:
rawText = response.read()
print(rawText)
b'Total SNPs:566\nrs10033464\tNCT01751607,NCT02216370,NCT02347111,\nrs10033900\tNCT02248324,\nrs1006737\tNCT01833104,NCT03"
[ 1 #Split the data into rows and parse out RSIds and Clinical Trials
rows = rawText.split("\n".encode())
numRSIds = len(rows)
rsids = []
clinicalTrials=[]
print("Number of Rows = " + str(len(rows)))
for row in rows:
rowElements = row.split("\t".encode())
if (len(rowElements) == 2):
rsids.append(rowElements[0])
#print (rowElements[0])
#Store the clinical trials
clinicalTrials.append(rowElements[1])
count = 0
for row in clinicalTrials:
#The clinical trial ids are comma separated
ctIds = row.split(",".encode())
for ctId in ctIds:
#print(ctId)
count = count + 1
print("Number of SNPs = " + str(len(rsids)))
print("Number of references = " + repr(count))
Number of Rows = 568
Number of SNPs = 566
Number of references = 1364
. . .
Figure 2. Screenshot of Google Colab notebook of SNP Miner Trials
. . . .
(http://snpminertrials.com), which provides an example Python code to access the
data.
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rs12979860

rs12979860 (38) rs6971 (26) rs9939609 (11) rs6265 (9)
rs738409 (9) rs4680 (8) rs8099917 (8) rs11200638 (6)
1s7903146 (6) rs10490924 (6) rs16969968 (5) rs25531 (5)
rs1801133 (5) rs1800497 (5) rs1799971 (4) rs4244285 (4)
rs2832407 (4) rs1045642 (4) rs1544410 (4) rs10033464 (3)
rs1761667 (3) rs6166 (3) rs1042713 (3) rs2023239 (3)
rs1051730 (3) rs174537 (3) rs429358 (3) rs1006737 (3)
rs2230199 (3) rs1128503 (3) rs7412 (3) rs6313 (3)
rs1061170 (3) rs776746 (3) rs4588 (3) rs1799963 (2)
rs9332739 (2) rs2032582 (2) rs3745274 (2) rs6295 (2)
rs12936231 (2) rs6280 (2) rs7103572 (2) rs35599367 (2)
rs13266634 (2) rs1410996 (2) rs6025 (2) rs4129267 (2)
rs70991108 (2) rs174547 (2) rs1127354 (2) rs53576 (2)
rs35705950 (2) rs641153 (2) rs1695 (2) rs2234246 (2)
rs10741657 (2) rs1800955 (2) rs2106261 (2) rs4149056 (2)
rs2234237 (2) rs3808607 (2) rs1828591 (2) rs1800470 (2)
rs1024611 (2) rs12785878 (2) rs3751143 (2) rs2231142 (2)
1s762551 (2) rs165599 (2) rs2200733 (2) rs10455872 (2)
rs1150226 (2) rs4646 (2) rs3813929 (2) rs25487 (2)
rs10830963 (2) rs2472677 (2) rs2281135 (2) rs4986893 (2)
rs3211938 (2) rs8050136 (2) rs1801131 (2) rs855791 (2)
rs5219 (2) rs4646437 (2) rs2228570 (2) rs2069514 (1)
rs1017783 (1) rs4986938 (1) rs377637047 (1) rs2298771
(1) rs1799724 (1) rs7799039 (1) rs7041 (1) rs7586970 (1)
rs8175347 (1) rs1799853 (1) rs1799732 (1) rs6190 (1)
rs9344 (1) rs3918242 (1) rs7549785 (1) rs3796529 (1)
rs10835211 (1) rs1998199 (1) rs2274333 (1) rs78408340
(1) rs2987983 (1) rs833069rs (1) rs12469968 (1) rs12529
(1) rs1042522 (1) rs11958940 (1) rs34743033 (1)
rs13058338 (1) rs2043211 (1) rs5082 (1) rs6739405 (1)
rs4958351 (1) rs6296 (1) rs3761624 (1) rs13333226 (1)
rs179008 (1) rs4802703 (1) rs547154 (1) rs7521902 (1)
rs867186 (1) rs641738 (1) rs2540923 (1) rs2297480 (1)
rs1672717 (1) rs4869676 (1) rs10163409 (1) rs4869675 (1)
rs236114 (1) rs6165 (1) rs700518 (1) rs11615 (1)
rs3025039 (1) rs11795404 (1) rs3816527 (1) rs999737 (1)
rs10836235 (1) rs1256049 (1) rs27072 (1) rs614367 (1)
rs12434438 (1) rs137852620 (1) rs3853445 (1)
rs35874116 (1) rs3747158 (1) rs1799930 (1) rs20432111
(1) rs5068 (1) rs1310182 (1) rs7604448 (1) rs20455 (1)
rs1042714 (1) rs3114018 (1) rs2269273 (1) rs6269 (1)
rs1042711 (1) rs2269272 (1) rs861529 (1) rs18011131 (1)
rs9340799 (1) rs2235046 (1) rs316019 (1) rs10995190 (1)
rs1260326 (1) rs4570625 (1) rs1042718 (1) rs2250656 (1)
1s731236 (1) rs2307227 (1) rs6841581 (1) rs1049353 (1)

@ SNPMiner Trials (Home Page)

Report for SNP rs12979860
© Developed by Shray Alag, 2020.
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There are 38 clinical trials

Clinical Trials

@© Randomised, Placebo-controlled, Multi-centre Study to Assess the Efficacy and Safety of Eitrombopag in Thrombocytopenic Subjects
With Hepatitis C Virus (HCV) Infection Who Are Otherwise Eligible to Initiate Antiviral Therapy (Peginterferon Alfa-2a Plus Ribavirin

The purpose of this study is to assess the ability of eltrombopag to maintain a platelet count sufficient to facilitate initiation of antiviral therapy, to minimise antiviral therapy dose reductions and to avoid permanent
discontinuation of antiviral therapy. The clinical benefit of eltrombopag will be measured by the proportion of subjects who are able to achieve a Sustained Virological Response (SVR).

NCT00516321 | Hepatitis C, Chronic | Drug: eltrombopag | Drug: placebo
MeSH: Hepatitis A Hepatitis C  Hepatitis C, Chronic  Hepatitis
HPO: Hepatitis

There are two genetic variants (rs12979860 and rs8099917) mapping near IL28B associated with both interferon-induced SVR and spontaneous HCV clearance.

of the IL28B

and rs8099917) was conducted.

Genotypes at rs12979860 were coded as: CC=1, CT or TT=0; rs8099917 was coded as TT=1, GT or GG=0.. Number of Par.

Description: Participants with SVR were defined as those with undetectable Hepatitis C Virus (HCV) ribonucleic acid (RNA) at 24 weeks post-completion of the treatment period of the DB Phase.
Measure: Number of Participants With Sustained Virologic Response (SVR) in the Double-blind (DB) Antiviral Treatment Phase

Time: From Baseline up to Week 48 or Week 72 (for participants with Genotype 2/3) or up to Week 72 (for participants with Non-Genotype 2/3)

Secondary Outcomes.

Description: Participants were assessed for a shift from a baseline platelet count of <75 Gi/L to a count >=90 Gi/L during the OL Phase (up to 9 weeks). Local laboratories were used for platelet function tests. Platelet
counts were measured by blood draw.

Measure: Number of Participants Whose Platelet Count Increased From a Baseline Count of <75 Gi/L to a Count Greater Than or Equal to (>=) 90 Giga (109) Cells Per Liter (Gi/L) During the Open-label (OL) Pre-
Antiviral Treatment Phase

Time: From Baseline up to Week 9 in the OL Phase

Description: In the OL Phase, participants initially received the lowest dose of eltrombopag (25 mg QD) for 2 weeks. If after this time the platelet count was <90 Gi/L, particip: ial dose lati
to the next highest dose (50 mg QD for up to 2 weeks), with further dose escalations to 756 mg QD (up to 2 weeks) and 100 mg QD (up to a maximum of 3 weeks) if platelet counts remained <90 Gi/L. Participants who
achieved platelet count >=90 Gi/L on any of the eltrombopag doses in the OL Phase initiated antiviral therapy in the DB Phase.

Figure 3. The top part of the reportf;)raSNPEach SNP rérp‘ort contained the clinical trials in which the
associated SNP was mentioned. Navigation to other SNPs was also facilitated through the left side window.
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HPO Nodes

Hepatitis
Genes @)

CD247 CTNNB1 ATP7B CASP10 PIEZO1 GUSB BLNK SHPK CYP7A1 IL17RA IGF2R CASP8 SH2D1A SLC25A15 BTK BTK C4B CD79B VPS33B XIAP SERPINA1 PIK3R1 GLIS3 POU2AF1 CIITA FOXP3 TPP2 RFX5
CIITA RASGRP1 RFXANK SLC25A15 AXIN1 TCF4 CD3D TP53 IL12A PRKCD CD40LG BTK IGHM IL17RC ALMS1 TRAF3IP2 KRT8 FAS LRRC8A FAS IL17F XIAP SPIB C1S RFX5 RFXAP MST1 TTC7A COG8 SKIV2L
VIPAS39 IGLL1 PDGFRL TNFSF15 HSD3B7 CD3E AMACR ATP7B FASLG RFXANK IL12RB1 TCF3 CD79A KRT18 IRF5 MET PIK3CA MMEL1 ITCH TBX19 IL21R AIRE RFXAP TTC7A CLEC7A GPR35 ATP7A CYP7B1
STAT1 PGM1 APC TNPO3

Chronic hepatitis

Genes @D
ALMS1 KRT8 IL21R AIRE RFXAP C4B RFXANK CD40LG KRT18 RFX5 CIITA

Hepatocellular carcinoma

Genes (D

AHCY CTNNB1 CASP10 IGF2R JAG1 CASP8 HFE BMP2 HFE MLH1 PMS2 POU2AF1 HMBS FAH MSH6 SLC25A13 RASGRP1 EPCAM UROD AXIN1 TCF4 TP53 IL12A PRKCD SLC37A4 TGFBR2 SEMA4A JAK2
FAN1 FAS BMPR1A FAS KRAS FAH SPIB MSH2 HMBS MST1 MLH3 G6PC SPRTN SLC37A4 PIK3CA PDGFRL SERPINA1 TNFSF15 ATP7B IGF2 ABCB11 FASLG IL12RB1 SLC25A13 IRF5 RPS20 MET PIK3CA
MMEL1 HFE H19 PMS1 F5 GPR35 APC TJP2 TNPO3

Carcinoma

Genes €0)

POLE MSH2 DKC1 SMARCA4 NLRP1 POLD1 CDKN1B MLH1 RSPO1 FGFR3 BCL10 APC STK11 PTEN APC KIT

Abnormality of the liver

Genes €D

CLDN1 GPC3 LETM1 MPL PIEZO1 UBR1 TNFRSF11A CLPB IL17RA HNF1B CCDC115 CYP27A1 CTSC TRIM37 BTK AGPAT2 CASP10 ATP8B1 SDCCAG8 HMBS TREX1 POU1F1 C8ORF37 RMRP SF3B1 WDPCP
PAX8 KIT CFTR XRCC4 PRKCD NDUFB10 LMNA ATP8B1 TMEM67 KRT8 PCSK1 HMGCL NSMCE2 PEPD CA2 EPB41 NBAS NGLY1 UQCRB TERC IFT172 ABCA1 PMM2 NPHP3 PSAP AP1S1 MARS1 TTC21B
TRMT10C CDKN2C LRP5 GBA NDUFAF5 TREX1 CBS WDR19 SUMF1 KRT17 MKS1 PNPLA6 NDUFV2 TINF2 TBX1 IL2RB NPHP4 NPC2 TMEM67 CYP7B1 CEP290 HOXD13 COX8A MMAB BLK MPI PHKB WDR19
ALG8 HIRA TRIM37 GBA CYP7A1 GBE1 ALG9 WDR60 GNPTAB RNASEH2C AP1S1 NRXN1 LMNA CYBA PEX5 KCNH1 LHX3 COX14 ATPAF2 SLC22A5 NDUFS7 TF GDF2 MPC1 SMPD1 PNPLA2 LHX1 PCCB RBPJ
PET100 ICOS CTSA CLDN1 PEX5 KMT2E AP1B1 DUOX2 BPGM LZTR1 ASS1 SLC4A1 PTPRC TBX19 HAMP BMPR1A CDKN1C SPIB PIK3C2A ARVCF CALR ATP6V1B2 RAG2 CDAN1 ABCA1 ITCH B3GLCT MST1
COG6 SLC11A2 B9D2 IGF2 CD28 IDUA MRPS7 PEX13 SCYL1 AMACR IGF2 PEX12 JMJD1C IL12RB1 MEN1 MMEL1 FCGR2A NAGA FLI1 HSD17B4 SLC25A20 KRT6B CYP19A1 TTC37 RHAG CD247 RNU4ATAC
TNFRSF1A ATP7B TMPRSS6 MET LDLRAP1 GTF2I HADHA BLNK SHPK KIAA0586 IGF2R COA8 PEX2 BCS1L PMS2 ACVRL1 VPS33B IYD UGT1A1 CPAT HNF4A NCF1 BCS1L TPP2 RNU4ATAC STAT6 PCCA ND4
NGLY1 POLG ND2 ERCC4 PSAP EFL1 PDGFB PIGM ERCC4 RMND1 MIF TSHR BBS7 FANCD2 ALG6 USP18 MRPL3 PEX6 CLCN7 PEX10 ND1 NOS3 MSH2 GATA6 HMBS SMAD4 SNX10 SPRTN PKHD1 BRCA1
ZIC3 WDR35 ALDH7A1 ETFB PEX10 DUOXA2 ACADVL LETM1 TERT KRT18 APOE SMPD1 WHCR FGFR2 PEX11B INVS RPS20 PRKAR1A CR2 HFE MPL SRD5A3 HAVCR2 CC2D2A AKR1D1 HNRNPA2B1
SLC25A13 NHLRC2 COX15 GPC4 MPI DCLRE1C PSMB8 CTNNB1 DDRGK1 LDLR SGSH KRIT1 BTNL2 SAA1 ASL ALGY PEX16 BTK MSH6 EWSR1 C4B WDR60 HPD COG4 PSAP MKKS BBS5 FANCL ALG13
MYORG HLA-DRB1 FOXF1 MRAS STN1 AGGF1 LHX4 PIGA TGFB1 GPI WRAP53 RNASEH2A TGFBR2 DNAJB11 DNAJC21 FAS APOA1 ZAP70 DCTN4 APC OSTM1 RRM2B C1S IFT140 DPM2 DGUOK BTNL2
GPC3 ABHD5 SOX10 HADHA PEX11B PEX3 SDHA WDR34 TARS2 NDUFAF1 ACVRL1 DYNC2LI1 DLL4 SLC30A10 GATA6 CTSK KLF1 SLC25A13 ATP6 PIK3CA ALG1 DPM2 PPARG COX4I2 TBX19 SLC25A13
RAD51C RMRP FGA ANK1 SLC5A5 NHP2 DLD G6PC3 CSPP1 HJV NDUFB3 APOB SON RASA2 HBA1 MS4A1 SLC25A15 APC LIG4 ACAD9 TFR2 PALLD APOE SOS1 STOX1 RFWD3 RFC2 CTRC LIPE MCCC1
UROS HBA1 HADHB RAF1 NOP10 LIPA RFXANK STXBP2 UROD TNFRSF1B HLA-B SUMF1 TP53 HBG1 SLC37A4 NHP2 FBP1 PCK1 XK TWNK SDHD SLC25A20 TRNN CD55 IDS IL17F MEFV SLC39A8 LTBP3
FANCI GBA RPGRIP1L PRPS1 PSAP DCDC2 HLA-DRB1 NSD2 PEX6 TET2 BSCL2 SLC29A3 ARSA MAD2L2 ABCC2 PEX3 COG2 ATP11C ABCB11 RFXANK LRPPRC SFTPC TMEM216 CFH ITCH PRKAR1A SBDS
LYST LZTFL1 PEX14 GPR35 INTU FANCA STAT1 NSMCE2 CYBC1 LBR FGFRL1 CD96 SLX4 CASP10 RAG2 RPGRIP1L TERT MYD88 UGT1A1 IDUA NOTCH2 DPM1 FAN1 CEP55 CLCN7 HAMP BTD CC2D2A MKS1
CEP83 FARSB RNASEH2A BBS2 GCK ELN DNAJC21 CIITA BOLA3 PALB2 GCLC HADHA MKS1 IL7R PKD2 MICOS13 NAGLU SLC25A4 CD46 LBR TMEM67 DIS3L2 MOGS CYP7B1 PNPLA2 ACAT1 CASK ELN
UQCRC2 RFX5 SNX10 IL6 COG8 MLH3 JAM3 NDUFV1 CTLA4 CLCN7 ABCB4 PRSS1 WT1 PPARG STEAP3 ADA TG LMNA PLIN1 XYLT1 ZAP70 UFD1 CAVIN1 EIF2AK3 CFTR CC2D2A TNPO3 TWNK GBA NAGS
TMEMS67 HNF1A F5 TCIRG1 APOE ATP7A FECH WDPCP ATP8B1 NCF1 ND3 NPHP3 RBM8A POLG2 TSC2 NDUFS7 OFD1 LMNA EFL1 UCP2 PEX13 SLCO1B1 MCM4 ESCO2 CLCN7 CTC1 SDHB MSH6 APC
CEP290 PLPBP NOTCH1 PEX12 CYC1 CD70 CASR DOCK6 PLG TMEM70 KCNH1 ARSA LRRC8A FAS ICOS DCDC2 RNF43 PLEKHM1 TCTN2 TFAM VPS33A UGT1A1 HBG2 G6PC TTC8 ALMS1 NCF2 PDX1 GLB1
11DT1 TNERQF12M RON1 PEYR RANAR MARQ?D RRIP1 PEY411R FANN MN70A QI A4A1 RRAA1 RNAQEHIR TRNQ1 TRNIF H1a NEKR RRMA2 NETR AIRE NICE? DAL 22 APC FR NINIIEQR AP TERM NPARTA ANNIN

Figure 4. Bottom of the report for a SNP with associated clinical trials. This report is for rs12979860
which is referenced in 38 clinical trials.
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NCT02475876

NCT01558193 (23) NCT03999788 (18)
NCT02618538 (18) NCT01833104 (17)
NCT03879629 (13) NCT02475876 (12)
NCTO1107158 (12) NCTO1016444 (11)
NCT03492853 (9) NCT02786342 (9) NCT01772121
(9) NCT02248324 (8) NCT01664962 (8)
NCT03731845 (8) NCT03385473 (7) NCT01504243
(7) NCT02103101 (7) NCT00515216 (7)
NCT02307422 (6) NCT03610191 (6) NCT03572426
(6) NCT03190746 (6) NCT01751607 (6)
NCT02487615 (6) NCT03279432 (6) NCT03416309
(6) NCT03963128 (5) NCT03608215 (5)
NCTO1143519 (5) NCT03262974 (5) NCT01855997
(5) NCT03594916 (5) NCT03108521 (5)
NCT03015012 (5) NCT03706885 (5) NCT01288950
(4) NCT01675427 (4) NCT01573637 (4)
NCT02961127 (4) NCT02284295 (4) NCT02710903
(4) NCT04009408 (4) NCT02347111 (4)
NCT01233128 (4) NCT01216215 (4) NCT02220387
(4) NCT03038750 (3) NCT02496455 (3)
NCT01515735 (3) NCT03414892 (3) NCT01408719
(3) NCT02640976 (3) NCT03341338 (3)
NCT02947568 (3) NCT01998763 (3) NCT01713023
(3) NCT01899495 (3) NCT03270527 (3)
NCT01929564 (3) NCT01490424 (3) NCT00897455
(3) NCT02216370 (3) NCT03615729 (3)
NCT03795688 (3) NCT02788682 (2) NCT03876704
(2) NCT02821104 (2) NCT01146132 (2)
NCT01989351 (2) NCT03409510 (2) NCT02425397
(2) NCT03451877 (2) NCT02202265 (2)
NCT00721409 (2) NCT02201602 (2) NCT03786393
(2) NCT02178878 (2) NCT03895151 (2)
NCT03884023 (2) NCT01678222 (2) NCT02282995
(2) NCT01363570 (2) NCT03367455 (2)
NCT03996356 (2) NCT01378299 (2) NCT01432028
(2) NCT02507882 (2) NCT01434212 (2)
NCT02428101 (2) NCT03859882 (2) NCT01780038
(2) NCT03178617 (2) NCT02267148 (2)
NCT00915733 (2) NCT03415009 (2) NCT01697501
(2) NCT01556113 (2) NCT00529568 (2)
NCTO1108250 (2) NCT01255059 (2) NCT01796912
(2) NCT01015963 (2) NCT03336463 (2)
NCT01045031 (2) NCT01990989 (2) NCT00969930

SNPMiner Trials: Clinical Trial Report

Report for Clinical Trial NCT02475876

© Developed by Shray Alag, 2019.

[5ne ] cinca i ] Gene

Pharmacokinetics of Clindamycin and Trimethoprim-sulfamethoxazole in Infants and Children Using PBPK

Developmental changes in physiology during childhood influence drug dosing. Failure to account for these changes leads to improper dosing, which is associated with
decreased drug efficacy and safety in children. Population physiologically-based pharmacokinetic (PBPK) modeling offers the opportunity to predict optimal drug
dosing based on physiologic parameters adjusted for developmental changes. PBPK models are mathematical constructs that incorporate physiologic processes with
drug characteristics and genetic variances to characterize the dose-exposure relationship across the age continuum. These models integrate drug-specific (e.g.,
metabolism, protein binding) and systems-specific (e.g., organ size, blood flow) information to predict the effect of different factors (e.g., age, genetic variants, disease)
on drug exposure. By accounting for these factors and using data from clinical trials to confirm the modeling, PBPK models can reduce the number of children needed
for clinical trials while maximizing dose-based efficacy and safety. This trial will evaluate a platform to prospectively validate population PBPK models in children. The
study drugs, clindamycin and Bactrim (aka TMP-SMX), are ideal candidates to evaluate population PBPK models in children due to their differing physico-chemical
properties and elimination pathways. In addition, a trial of clindamycin and TMP-SMX has broad clinical applicability, as both drugs are among the most commonly
used agents to treat gram-positive infections in infants and children.

NCT02475876 | Bacterial Infections

MeSH: Bacterial Infections

A Interventions
Name: Clindamycin

Description: Route of administration is IV for all Cohorts. Dosing interval is every 8 hrs. for all Cohorts: Cohort 1; No. Subjects = 5; Age 1-5 months; Dose = 9 mg/kg;
Cohort 2; No. Subjects = 5; Age >5 months to 1 year; Dose =12 mg/kg; Cohort 3; No. Subjects = 5; Age >1-2 years; Dose =12 mg/kg. Cohort 4; No. Subjects = 4; Age
>2-6 years; Dose =12 mg/kg. Cohort 5; No. Subjects = 4; Age >6-12 years; Dose =10 mg/kg. Cohort 6; No. Subjects = 4; Age >12-16 years; Dose =10 mg/kg.

Type: Drug

Name: trimethoprim-sulfamethoxazole

Description: Route of administration is PO for all Cohorts. Dosing interval is every 12 hrs. for all Cohorts: Cohort 1; No. Subjects = 5; Age 1-5 months; Dose = 6 mg/kg.
Cohort 2; No. Subjects = 5; Age >5 months to 1 year; Dose = 6 mg/kg. Cohort 3; No. Subjects = 5; Age >1-2 years; Dose = 6 mg/kg. Cohort 4; No. Subjects = 4; Age
>2-6 years; Dose = 6 mg/kg. Cohort 5; No. Subjects = 4; Age >6-12 years; Dose = 6 mg/kg. Cohort 6; No. Subjects = 4; Age >12-16 years; Dose = 4 mg/kg.

Type: Drug

trimethoprim-sulfamethoxazole

Primary Outcomes

Description: We will use the population PBPK models to simulate drug concentration vs. time data for each individual subject using the characteristics and genetic
information of the subjects enrolled in the study. We will compare simulated vs. observed plasma concentrations.

Figure 5. Report for a clinical trial with the associated RSids referenced. This report is for clinical

trial NCT02475876.
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There are 23 SNPs
SNPs

© rs1042713

Adrenergic mechanisms Finally six SNPs associated with adrenergic receptors were considered: ADRA2A (adrenoceptor alpha 2A, rs553668); ADRB1 (adrenoceptor
alpha B1, rs1801253); ADRB2 (adrenoceptor alpha B2, rs1042713; ADRB3 (adrenoceptor alpha B3, rs4994); SLC6AC (noradrenaline transporter, rs5569 and
rs2242447).

© rs1079598

Dopamine receptor D1 (DRD1, rs4532); Dopamine receptor D2 (DRD2, rs1079598, rs1800497); Dopamine receptor D3 (DRD3, rs6280); Dopamine receptor D4 (DRD4,
rs1800955).

© rs1150226

SNPs associated with various serotonin receptors were also examined: genetic variations of the HTR1A gene (5-HT1A receptor, rs6295); HTR1B gene (5-HT1B
receptor, rs6296); HTR2A gene (5-HT2A receptor, rs6311); HTR2B gene (5-HT2B receptor, rs1549339); HTR2C gene (5-hydroxytryptamine receptor 2C, rs518147);
HTR3A gene (5-hydroxytryptamine receptor 3A, rs1150226); HTR3B (5-HT3B receptor, rs1672717); HTR4 gene (5-HT4 receptor, rs2278392).

O rs1549339

SNPs associated with various serotonin receptors were also examined: genetic variations of the HTR1A gene (5-HT1A receptor, rs6295); HTR1B gene (5-HT1B
receptor, rs6296); HTR2A gene (5-HT2A receptor, rs6311); HTR2B gene (5-HT2B receptor, rs1549339); HTR2C gene (5-hydroxytryptamine receptor 2C, rs518147);
HTR3A gene (5-hydroxytryptamine receptor 3A, rs1150226); HTR3B (5-HT3B receptor, rs1672717); HTR4 gene (5-HT4 receptor, rs2278392).

@ rs16111115

Dopamine The SNPs associated with the metabolism and functioning of dopamine were: Dopamine beta hydroxylase (DBH, rs16111115); Dopamine transporter
(DAT1, rs2550946); Catechol-O-methyltransferase (COMT, rs4680, rs6269).

O rs1672717

SNPs associated with various serotonin receptors were also examined: genetic variations of the HTR1A gene (5-HT1A receptor, rs6295); HTR1B gene (5-HT1B
receptor, rs6296); HTR2A gene (5-HT2A receptor, rs6311); HTR2B gene (5-HT2B receptor, rs1549339); HTR2C gene (5-hydroxytryptamine receptor 2C, rs518147);
HTR3A gene (5-hydroxytryptamine receptor 3A, rs1150226); HTR3B (5-HT3B receptor, rs1672717); HTR4 gene (5-HT4 receptor, rs2278392).

@ rs1800497

Dopamine receptor D1 (DRD1, rs4532); Dopamine receptor D2 (DRD2, rs1079598, rs1800497); Dopamine receptor D3 (DRD3, rs6280); Dopamine receptor D4 (DRD4,
rs1800955).

Figure 6. SNPs within a clinical trial, with the sentences in which they appear.
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L858R

L858R (293) T790M (289) VE0OE (228) T315 (98) L861Q
(86) M184V (60) G20210A (51) C282Y (49) K65R (48) V617F
(47) V60K (46) V66M (44) G551D (42) P13K (40) C677T (31)
A118G (28) 184V (27) V158M (26) H63D (24) V321 (24) 150V
(23) S768I (22) 147V (21) L33F (19) K103N (19) L76V (18)
Y181C (18) D842V (18) D816V (17) S1251N (17) S1255P (17)
G178R (17) G1244E (17) S549R (17) G1349D (17) V82A (16)
R117H (16) T380A (16) S549N (16) G551S (16) M41L (15)
K27M (15) I54L (15) C3435T (15) K219Q (14) Q151M (14)
G719A (13) LIOM (13) Q12H (13) P4503A (13) L8IV (13)
C797S (13) G11778A (12) L74V (12) E138A (12) M46l (12)
DB7N (12) K70E (12) K70R (12) 154M (12) G12C (12) V11l
(12) L210W (12) G48V (11) D9B1TH (11) T74P (11) R192G (11)
E255K (11) Y188L (11) V299L (10) G12D (10) R132H (10)
G2677T (9) L265P (9) V30M (9) K101E (9) G1691A (8) T25W
(8) T215Y (8) 150L (8) G12V (8) M184I (8) H221Y (8) Y253H
(8) F317L (7) V106A (7) S298P (7) M230I (7) L100I (7)
C1236T (7) V600D (7) Y93H (6) F227C (6) F359C (6) V108!
(6) A3243G (6) G73S (6) P12A (6) G190A (6) H1047R (6)
A1298C (6) N40D (6) D299G (6) D3ON (6) V60OR (6) Y188C
(6) Q12W (5) T87Q (5) N3708 (5) 147A (5) P225H (5) N155H
(5) V1221 (5) N68OS (5) GI3A (5) M204V (5) L7558 (5) Y115F
(5) E545K (5) Q148H (5) G1908S (5) N363S (5) E542K (5) 110A
(5) V179L (5) L24I (5) N88S (5) A2143G (5) T399I (5) M36l (5)
F53L (5) T315A (5) G2019S (5) R132C (5) V777L (5) T1405N
(4) Q16W (4) L98H (4) L74I (4) K20M (4) E138G (4) L31M (4)
E92Q (4) L10F (4) Q80K (4) C31G (4) A455E (4) L444P (4)
P140K (4) D1152H (4) 154V (4) K76T (4) Y537S (4) 11314L (4)
Y402H (4) M230L (4) P1446A (4) V179D (4) N88D (4)
ABIB6G (4) GO7OR (4) Y1811 (4) M235T (4) S310F (4) R263K
(4) D538G (4) E23K (4) T14484C (3) D579G (3) G719C (3)
1148M (3) R206H (3) S1400A (3) $14001 (3) R117C (3) A71V.
(3) C134W (3) A98G (3) T24H (3) T47D (3) AG36P (3) G3460A
(3) N312S (3) G1202R (3) D988Y (3) Q252H (3) V659E (3)
A147T (3) L206W (3) E10A (3) R496H (3) R678Q (3) Q27E (3)
G13D (3) Q148R (3) A1555G (3) R16G (3) Y537C (3) I10E (3)
S945L (3) V158F (3) G21210A (3) K55R (3) A181V (3) V205C
(3) A1166C (3) Y181V (3) A2142G (3) R506Q (3) E298D (3)
L211A (3) R172K (3) R352Q (3) Y143R (3) R572Y (3) G143E
(3) P67L (3) V842! (3) H295R (3) G140S (3) R1070W (3)
G140A (3) TEOA (3) P23H (3) S463P (3) F11N (2) S1009A (2)
H275Y (2) T733I (2) F1074L (2) G719S (2) G250 (2) S77Y
(2) E28A (2) E28C (2) E28D (2) S1400C (2) S1400E (2)
$1400D (2) D1790G (2) L833F (2) S1400G (2) S1400F (2)
R334W (2) L8585R (2) R24W (2) 1105V (2) V560G (2) T20S
(2) T69D (2) C481S (2) YO3C (2) E138R (2) E138Q (2) F359V.
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There are 293 clinical trials

Clinical Trials

© A Multi-center, Randomized, Double-blind, Placebo-controlled, Phase 3 Study of Single-agent Tarceva® (Erlotinib) Following Complete
Tumor Resection With or Without Adjuvant Chemotherapy in Patients With Stage IB-IlIA Non-small Cell Lung Carcinoma Who Have EGFR-
positive Tumors

This is a study to evaluate the effectiveness of erlotinib compared with a placebo sugar pill following complete surgical removal of the tumor with or without chemotherapy after surgery in Stage IB-llIA NSCLC patients.

NCT00373425 | Non-small Cell Lung Cancer | Drug: Erlotinib | Drug: Placebo

MeSH: Lung Neoplasms ~Carcinoma, Non-Small-Cell Lung

HPO: Neoplasm of the lung  Non-small cell lung carcinoma

Activating EGFR mutation-positive is defined as exon 19 deletion or exon 21 L858R (or both) detected.. Disease-free Survival in Participants With EGFR Mutation - Positive Tumors. --- L858R ---
Activating EGFR mutation-positive is defined as exon 19 deletion or exon 21 L858R (or both) detected.. Overall Survival in Participants With EGFR Mutation - Positive Tumors. --- L858R ---
Activating EGFR mutation-positive is defined as exon 19 deletion or exon 21 L858R (or both) detected.. Number of Participants With Adverse Events (AEs). --- L858R ---

Description: DFS is the time from the date of randomization until the first day non-small cell lung cancer (NSCLC) relapse is documented by radiological exam and/or biopsy, or until death in the absence of relapse. After
randomization, NSCLC relapse was based on radiological evidence or biopsy, as i by the it i ici| without a DFS event were censored on the last adequate radiological assessment date.

Measure: Disease Free Survival (DFS)

Time: Every 8 months during active phase and every 6 months during long term follow-up up to 5 years and yearly thereafter until the data cut-off date of 08 April 2013 (maximum time on follow-up was 64 months).

Description: DFS is the time from the date of randomization until the first day that non-small cell lung cancer (NSCLC) relapse is documented by radiological exam and/or biopsy, or until death in the absence of relapse.
After randomization, NSCLC relapse was based on radiological evidence or biopsy, as by the i icipants without a DFS event were censored on the last adequate radiological assessment date.

Measure: Disease Free Survival (DFS)

Time: Every 3 months during active phase and every 6 months during long term follow-up up to 5 years and yearly thereafter until the data cutoff date of 11 June 2014 (maximum time on follow-up was 78 months).

Secondary Outcomes.

Description: Overall survival was defined as the time from the date of until the

date of death. Participants who were still alive were censored on the last day they were known to be alive.
Measure: Overall Survival (OS)

Time: Every 3 months during active phase and every 6 months during long term follow-up up to 5 years and yearly thereafter until the data cut-off date of 08 April 2013 (maximum time on follow-up was 64 months).

Figure 7. The upper section of the report for a protein mutation Each protein-mutation report contains the
clinical trials in which the associated protein-mutation was mentioned. Navigation to other protein mutations is also
facilitated through the left side window. The report is publicly-available at https://snpminertrials.com
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