I— 2072591826 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient ID: Coordinator ID: Form ID:

ore-crror | | | PP LT L -]

1.DaIeofScreening:| | |/| | |/| | | | |(mm/dd/yyyy)

2. Patient location during theindex event of thisstudy: O |npatient O Outpatient

Demographics
Please enter patient data as recorded at hospital admission (for inpatient) or clinic visit (for outpatient) around which the index event
occurred. Ethnic and racial data are self-reporting by the patient based on modified NIH categorization as follows:
- American Indian or Alaska Native: A person having originsin any of the original peoples of North, Central, or South
America, and who maintains tribal affiliations or community attachment.
- Asian: A person having originsin any of the original peoples of the Far East, Southeast Asia, or the Indian subcontinent.
- Black or African American: A person having originsin any of the black racial groups of Africa.
- Native Hawaiian or Other Pacific ISlander: A person having originsin any of the origina peoples of Hawaii, Guam, Samoa,
or other Pacific Islands.
- White: A person having originsin any of the original peoples of Europe, the Middle East, or North Africa.
- Hispanic or Latino: In this study "Hispanic or Latino" refers to the ethnic population with originsin the countries of Latin America.

3. Gender: O Male O Female

4. Age: |:|:|
5. Weight: D:I:' . I:' kg LINA
6. Height: I:I:I:I . 8 icrr]rcmh LINA

7. Race: O American Indian or Alaska Native
O Adan
O Black
O Native Hawaiian or Other Pacific |slander
O White
O Hispanic or Latino
O Not Reported
O Other (please specify) :

DIRI Phenotypes and Candidate Drugs

8. Select the DIRI phenotypeto investigate on this patient:
(Note: Glomerular disorder phenotype requires kidney biopsy findings to be eligible for study.)

O AKI (Nephratoxic, Allergic, Mixed)
O Glomerular Disorder (Hematuria, Heavy Proteinuria, GN)
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Genomics of Drug Induced Renal Injury (DIRI)

: Screening Log

| 4879591823

Patient

1D:

DR1-CRF 01

Form |ID:

AO01- Abacavir

A02- Acycl ovir
A08- Al | opuri nol
A03- Ami kaci n
AO04- Anoxicillin
A05- Anphotericin
A06- Anpicillin
A07- At azanavi r
C11- Car banmazepi ne
C09- Car bopl atin
C10- Cef al exi n
CO01- Cefazolin
C13- Cef epi ne
C08- Ceftaroline
C02- Cef t azi di me
Cl4- Ceftri axone
C16- Cel ecoxi b
C03- Ci dof ovi r

C04- Ci profl oxacin
CO05-Cisplatin
C15-Ci tal opram
Cl12-C i ndamycin
C06-Col i stin

C07- Cyl ospori ne
D02- Dapt ormyci n
D03- Di cl of enac
DO1- Di danosi ne
D04- Doxycycl i ne
EO1- Esonepr azol e
EO2- Et aner cept
FO3- Fl ucl oxacil lin
FO1- Foscar net
@02- Genti t abi ne
@01- Gentanicin

1 01- | bupr of en

1 02-1fosfamn de

Candidate Drugsfor Glomerular Disorder Phenotype

AO04- Anoxicillin
A06- Anpicillin
BO1- Bevacuzi nub
C03- Ci dof ovi r
C07- Cyl ospori ne
EO1- Esonepr azol e
EO03- Exenat i de

drug for at least 24 hours.)
O Yes O No

item 9.)

@02- Genrci t abi ne
HO1- Hydr al azi ne
1 01- | bupr of en
102-1fosfam de

|1 04- | ndornet haci n
KO1- Ket or ol ac
LO2- Lansopr azol e

If No, stop screening for this patient.

Drug ID

9. Review candidate drugsincluded for study for respective DIRI phenotypes:
Candidate Drugsfor AKI Phenotype

1 05-1 m penem

1 04- 1 ndonet haci n
106- 1 pilimnmab
107-1rbesartan
K02- Ket opr of en
KO1- Ket or ol ac
LO2- Lansopr azol e
LO3- Levof | oxacin
MD1- Mer openem
MD2- Mesal ani ne
MD4- Met formin
MD3- Met hot r exat e
NO1-Nafcillin
NO2- Napr oxen
NO3-Ni trof urantoin
Q03-d nesartan
Q01- Oreprazol e
02-Oxacillin

NO1-Nafcillin
NO2- Napr oxen
Q01- Oreprazol e
002-Oxacillin
PO1- Pami dronat e
P02- Pant opr azol e
P03-Penicillin

P02- Pant opr azol e
P03-Penicillin
PO7- Phenyt oi n
P04- Pi peracillin/
t azobact am
P06- Pol ynmyxi n
RO1- Ri fanmpi n
S04- St rept onmyci n
S02- Sul f adi azi ne
S01- Sul f anet hoxazol e/
trimethoprim
S03- Sul f asal azi ne
TO1- Tacrol i mus
TO5- Tei copl anin
TO2- Tenof ovir
TO3- Tobranyci n
TO4- Tor sem de
VO01- Vancomycin

P04- Pi peracillin/
t azobact am
P0O5- Propyl t hi our aci |
RO1- Ri fanmpin
R0O2- Ri t onavi r
TO1- Tacrol i nus

10. Doesthe candidate drug list (item 9) for the selected phenotype (item 8) include at least one of the drugs you wish to
investigate on this patient? (Please notethat a drug can only be considered for study if the patient was exposed to this

11. If Yes, please select up to three drugs from thelist you wish to investigate and enter their drug IDs and trade namesin order
of preference: (Drug ID isthe three-character string, e.g. V01 for Vancomycin, which prefixes each drug name in the drug listsin
Trade Name

a. Drug 1 (primary drug): | |

b. Drug 2 (optional drug): | |

c. Drug 3 (optional drug): |

Chronic Kidney Disease (CKD) Status

a. CKD Basdline Creatinine:
b. Date Recorded:

record the value below.
a. CKD Stage5 Creatinine:

O Yes O No

O mg/dL
QO umol/L

/

/

| O mg/dL
O umol/L

12. Lowest serum creatinine between 90 daysto 12 months prior to hospital admission or first clinic visit date:

CINA
| |(ded/yyyy)

13. If CKD basdline creatinineis available, look up in CKD Stage 5 Creatinine Table (Appendix 1or 2 of this CRF) for the
lowest creatinine value at which level this patient would be considered CKD Stage 5 (eGFR < 15 mL/min/1.73 m? ) and

14. Historical evidence of CKD based on standard criteria: proteinuria, biopsy, ultrasound size.

| (DR1-01-Screeningl og.v3_210-150731
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I— 8750591825 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient ID: Form ID:
ori-crrot | | [ | | | | HEEEECEEEEN

Risk Factors

15. Does patient have highrisk for AKI? O Yes O No O Unknown
If yes, please check all applicablerisk factors:
O Age>T75 [ Diabetes
O Severe Infection (Sepsis) If diabetic, answer the following check list:
O Chronic Heart Failure 01 Requires Medication

[ Chronic Liver Disease [J Requires Insulin

[0 Decreased Albumin (< 3 g/dL or 30 g/L) O Hyperglycemia (Glucose > 110 mg/dL or 6.1 mmol/L)
O Anemia (Hb < 9 g/dL) O Peripheral Vascular Disease
O Radiocontrast 72 hours prior to drug exposure [ Chronic Lung Disease (COPD)

O Hypotension (Shock, MAP < 60)

Inclusion Criteria (All answersmust be" Yes' for patient to be considered for study.)
16. O Yes ONo Age>2years.
17. O Yes O No  Exposureto a DIRI medication to be studied.

Exclusion Criteria (All answers must be " No" for patient to be considered for study.)

18. O Yes O No  Unableto providewritten informed consent.

19. O Yes O No  Patient with a history or have a kidney transplant.

20. O Yes O No  Ppatient with bone marrow transplant.

21. O Yes O No  Ppatient with CKD stage 5 (item 12a > item 13a, mark No if creatinine value not available).
22. O Yes ONo  Onmorethan 3 causal agents.

23. O Yes O No  No history on time coursefor drug exposure.

24. O Yes O No  Incomplete data elements.

Stop screening for this patient if patient did not meet all inclusion and exclusion criteria.

Kidney Biopsy
25. Wasthere abnormal result observed in a kidney biopsy performed within four weeks after stopping the drug you wish
toinvestigate? (Please notethat kidney biopsy isa prerequisite for glomerular discorder phenotype.)

OYes ONo O Nobiopsy performed
If Yes, please answer thefollowing questions:

a. Date Biopsy Performed: | | | / | | | / | | | | |(mm/dd/yyyy)
b. Biopsy Findings: (Check all that apply)

O Acute Interstitial Nephritis O Acute Tubular Necrosis

O Glomerulonephritis O Thrombosis with HUS/TTP/HSP

D Other;

Stop screening for this patient if you have selected to investigate glomerular discorder phenotype and no kidney biopsy
findings wer e observed.

Road M ap for Eligibility Check Using DIRI Criteria

26. Based on the phenotype and DIRI criteria specified in the following, please answer questionsin the pertinent sectionsto
determine patient's eligibility for enrollment with this study:

O AKI phenotype with AKIN stage 2 criteria based on rising serum cresatinine ----> Complete questions 27 - 29
O AKI phenotype with AKIN stage 2 criteria based on declining serum credtinine  ----> Complete questions 30 - 32
O Glomerular disorder phenotype ----> Complete questions 33 - 38

| (DR1-01-Screeningl og.v3_210-150731 Page 3 of 11 I



I— 6805591824 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient ID: Form ID:
ori-crror | | | | [ [ ] HEEEECEEEEN

AKI Phenotype - Primary Criteriafor DIRI - AKIN Stage 2 - Rising Serum Creatinine

Risein serum creatinine that presentsasor progressesto AKIN Stage 2 (KDIGO) in relation to drug exposure.

27. Enter start date/time and stop date/time for the candidate drugs you selected in item 11:

a. Drug 1 (primary drug) Drug I D: I:I:I:' (copy drug ID from item 11a.)

istartpaetime | | |/ T 1/ T T T Joowaayy |1 |l ] Jeeanr dod

i soppateime | | |/ [ ]/ T [ T Jowwaanyy || J:l | Jeardody [INA
b. Drug 2 (optional drug) Drug ID: I:I:I:' (copy drug ID from item 11b.)

i. Start Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | || | |(24hr clock)

ii. Stop Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | | | | |(24hr cdock) [NA
c. Drug 3 (optional drug) Drug ID: I:I:I:' (copy drug ID from item 11c.)

i sartpatemime | | |/ T [/ T T T Jemeaywy L L 1L | leanr dock

ii. Stop Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | | | | |(24hr cock) [JNA

28. Scenario 1 - Use lowest creatinine value as refer ence
a. Reference Creatinine - Lowest SCr within 90 days prior to drug exposure.

i. Creatinine: | | 8 umn%g?II_L
ii. Date/Time: / [ || [nvedyyyy) || ook
b. Qualifying Creatinine - Multiply reference creatinine by 2: | | | | | . 8 umn%g?l,l

(If thisis a pediatric patient and the value is less than 0.5 mg/dL or 44.2 umol/L then enter 0.5 mg/dL or 44.2 umol/L here)
c. First creatininethat isgreater than or equal to qualifying creatinine (28b) 24 hour s after starting thedrug:
i. Found occurrencee O Yes O No

B o dL
ii. Creatinine . | 8 umn%i)I/L

iii. Data Date/Time: / JU T T T Jomvayyy | | | | eanrdok

29. Scenario 2 - Use closest creatinine value as reference
a. Reference Creatinine - Closest SCr prior to drug exposure.

i. Creatinine: | 8 umn%g?ll_L
ii. Date/Time: / / | | |(mm/dd/yyyy) | | || | |(24hr clock)
b. Qualifying Creatinine - Multiply reference creatinine by 2: | | | | | | | 8 umn%g?l,l

(If thisis a pediatric patient and the valueisless than 0.5 mg/dL or 44.2 umol/L then enter 0.5 mg/dL or 44.2 umol/L here)
c. Firgt creatininethat is greater than or equal to qualifying creatinine (29b) 24 hour s after starting the drug:
i. Found occurrencee O Yes O No

- o dL
ii. Creatinine . | 8 umn%gI/L

iii. Data Date/Time: / I T T T ooy | ] [l | e doky

Pleaselog on to the DIRECT study website at https://www.obriendata.or g/DIRECT, enter all the patient and durg information
you have gathered hereinto the database so that the software will help you deter mine which drugs met the DIRI criteria. Then
continue at question 39 on page 7 to complete the screening log.
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| 5631591820

Genomics of Drug Induced Renal Injury (DIRI) : Screening L og

Patient ID:
DR1- CRF 01 | | | | | | |

Form |ID:

AKI Phenotype - Primary Criteriafor DIRI - AKIN Stage 2 - Declining Serum Creatinine

Declinein serum creatinine as defined by AKIN Stage 2 (KDIGO) in relation to drug dose reduction or drug stopping.

Note: This section isnot applicable to pediatric patientsif the peak creatinine during drug exposure did not exceed 0.5 mg/dL

or 44.2 umol/L.

30. Which of the following scenarios will be used for evaluation of DIRI eligibility?
O Declinein serum creatininein relation to dose reduction
O Declinein serum creatinine in relation to drug stopping

31. Enter start date/time, and date/time of first dose reduction after peak serum creatinine or date/time when drug stopped for the

candidate drugsyou selected in item 11:

a. Drug 1 (primary drug) Drug I1D: I:I:I:' (copy drug ID from item 11a.)

i. Start Date/Time: / / mmiddyyyy) || JiL ] Jeanr ook
H

ii. Dose Reduction or / / (mm/ddlyyyy) | |

Drug Stopping
Date/Time:

b. Drug 2 (optional drug) Drug ID: I:I:D (copy drug ID from item 11b.)

| |(24hr clock)

i. Start Date/Time: / / emiddyyyy) | | |l | Jcsnr dock
ii. g:ijl; geg:g}:%n or / / (mmv/ddlyyyy) | | || | |(24hr clock)
Date/Time:
c. Drug 3 (optional drug) Drug ID: I:I:I:' (copy drug ID from item 11c.)
i. Start Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | || | |(24hr clock)
v poseRectonor || /[T / [T 1 | wosowy [1_J:[ | Je o
Date/Time:
32. a. Reference Creatinine - Peak SCr during drug exposure. (must be at least 0.5 mg/dL or 44.2 umol/L for children)
i. Creatinine: | | 8 umn%g?II_L
ii. Date/Time: / / || Jewaayyyy | ] 1] ] Jedndos
b. Qualifying Creatinine - Multiply reference creatinine by 0.5: | | | | || | 8 H‘n%ﬁ,LL

c. Firgt creatininethat islessthan or equal to qualifying creatinine (32b) 24 hours after dosereduction or immedicately

after drug stopping:

i. Found occurrencee O Yes O No

| O mg/dL
QO umol/L

ii. Creatinine:

iii. Data Date/Time: / I T T T ooy | ] i | e docky

Pleaselog on to the DIRECT study website at https://www.obriendata.org/DIRECT, enter all the patient and durg information
you have gathered hereinto the database so that the software will help you deter mine which drugs met the DIRI criteria. Then

continue at question 39 on page 7 to complete the screening log.

LINA

LINA

LINA
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I— 6591591826 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient ID: Form ID:
ori-crrot | | [ | | | | HEEEECEEEEN

Glomerular Disease Phenotype - Primary Criteriafor DIRI - UA & UC

33. Enter start date/time and stop date/time for the candidate drugs you selected in item 11:
a. Drug 1 (primary drug) Drug ID: I:I:I:' (copy drug ID from item 11a.)

i. Start Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | || | |(24hrc|ock)

ii. Stop Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | | | | |(24hr cock)  [INA
b. Drug 2 (optional drug) Drug ID: |:|:|:| (copy drug ID from item 11b.)

i.satpaeTime | | |/ [ [/ ] | | |oomvddyyyy : (24hr clock)

i.soppatemime: | | |/ | [/ ] | | |vedyyyy) : (2ahrdock) [ NA
c. Drug 3 (optional drug) Drug ID: |:|:|:| (copy drug ID from item 11c.)

i sartpatemime | | |/ | |/ | | | |owvedyyyy : (24hr clock)

i. stoppatemime: | | |/ | [/ | | | |emvdyyyy) : (24nr dock) I NA

34. OYes ONo O NobDaa Did patient have elevated proteinuriathat met the following criteria following exposureto drug?
Adult patient Pediatric patient
24-hour urine collection > 1000 mg 24-hour urine collection > 100 mg/m2/day

Random urine collection > 4 mg/m2/hr

If Yes, record theincidence in the following:
. O mg/day O mg/m2/day
a. Proten: O mg/m2/hr

b. DataDate/Time: / ] | ] owvdayyyyy | ] 1] | |eanr dosy

35. OYes ONo O NoDaa Did patient'surine protein creatinineratio (UPC) exceed 0.8 following exposure to drug?
If Yes, record theincidencein the following:

a. UPC: L
b. DataDate/Time: /| | |/| | | | |(mm/dd/yyyy)| | || | |(24hrclock)

36. OYes ONo O NoDaa Did patient'surinalysis show 2+ protein following exposure to drug?
If Yes, record theincidence in the following:
a. Proten: O Negative OTrace O1+ O2+ O3+ O4+ ONA

b. DataDateTime | | |/ [ 1/ T T T Jowvoayy || J:| | eanrdok

37. OYes ONo O NobDaa Did patient'surinalysis show > 50 RBC/HPF following exposureto drug?
If Yes, record theincidence in the following:

a DaIaDaIe/Tiime:| | |/| | |/| | | | |(mm/dd/yyyy)| | || | |(24hrc|ock)

38. OYes ONo O NoDaa Did patient'surinalysis show dysmorphic RBC following exposureto drug?
If Yes, record theincidence in the following:

a. DataDateFI’ime:| | |/| | |/| | | | |(mm/dd/yyyy)| | || | |(24hrc|ock)

Pleaselog on to the DIRECT study website at https://www.obriendata.or g/DIRECT, enter all the patient and durg information
you have gathered hereinto the database so that the software will help you deter mine which drugs met the DIRI criteria. Then
continue at question 39 on page 7 to complete the screening log.
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I— 1388591825 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient ID: Form ID:
ori-crrot | | [ | | | | HEEEECEEEEN

Screening Summary

39. Mark thedrugsthat met DIRI criteria according to the result of digibility check on the DIRECT study website:
ODrugl [ODrug2 O Drug 3 [ None

40. Ispatient eligible for thisstudy? (Patient iseligiblefor study if patient passed all inclusion/exclusion criteria and any
selected study drug met DIRI criteria.)

O Yes O No

I nformed Consent

41. Was informed consent obtained?
Note: A signed informed consent must be obtained in order to enroll the patient unless your |RB has agreed that
no consent isneeded for thisstudy or the patient has signed a consent waiver.

OYes ONo O NoConsent Needed

42. If consent was obtained, answer the following questions:

a. Date Consent Signed: | | |/| | |/| | | | |(mm/dd/yyyy)

b. Whosigned theconsent? O Patient O Spouse O Patient Representative O Parent
C. Who obtained the consent? O Investigator O Coordinator O Other MD

43. If consent form was not obtained, mark below the primary reason for not obtaining consent:

O Patient decision O Patient representative decision O Physician decision
O Death O Renal recovery O Site personnel issues
O No oneto give consent O Discharged from hospital O Other

| (DR1-01-Screeningl og.v3_210-150731 Page7 of 11 I



| 3443591829

Genomics of Drug Induced Renal Injury (DIRI) : Screening L og

Patient 1D: Form 1D:

DR1- CRF 0L LT HNEEEEEEEEE

APPENDIX 1

CKD Stage 5 Creatinine Table - For Children of Age2 - 17

Following table shows the lowest creatinine (IDM S traceable) value that would result in eGFR 14 (CKD stage 5) for given
height of a patient using Bedside Schwartz equation. Thistableisvalid only for pediatric patients of age 2 - 17.
Height Creaiinine Height Creaiinine Height Creatinine

{cm) mgdL umolL {crr) migidl umol/L {cm) mgdL umolL
50 1.42 1255 100 2483 2502 150 4.25 KTEN
51 1.43 123.2 101 236 2525 151 427 3773
a2 1.45 130.5 102 239 2555 152 4.30 3601
a3 1.50 1325 103 292 23531 153 4.33 3525
54 1.53 1353 104 2895 2605 154 4.36 3554
55 1.56 137.9 105 297 2625 155 4.39 3581
56 1.29 140.5 106 3.00 2632 156 4.42 380.7
a7 1.62 143.2 107 303 267 9 157 4.44 3925
ad 1.62 1439 108 306 2703 158 4.47 =
59 167 147 & 109 3.09 2732 159 4.50 397 .5
60 1.70 1503 110 312 2755 160 4.53 400 .5
61 1.73 1529 111 314 2776 161 4.56 4031
62 1.76 1535 112 317 25802 162 4.59 403.5
63 1.79 1582 113 3.20 25249 163 4 51 407 5
64 1.81 160.0 114 3.23 2555 164 4 64 410.2
65 1.94 162.7 115 326 255.2 165 467 4125
ili] 1487 1633 116 3.29 2905 166 4.70 4133
67 1.90 165.0 117 3.3 2926 167 473 41841
63 1.93 1706 118 3.34 2953 168 4.76 4205
69 1.96 1733 119 337 297 9 169 4.78 4225
70 1.95 1730 120 340 3006 170 4.31 4232
i1 2Mm 1777 121 343 J03.2 171 4.54 42749
72 2.04 1503 122 345 3050 172 4 57 43505
73 207 153.0 123 345 307 6 173 4.90 433.2
4 2.10 1583 .5 124 3.3 F0.35 174 4.92 434 .9
Fi] 213 1633 125 3.54 24 175 4.93 437 5
76 215 1901 126 3.57 H5E 176 4.95 4402
i7 218 1927 127 360 a2 177 5. 4429
78 vy 1934 128 362 3200 178 204 4435
79 2.24 193.0 129 365 F227 179 207 4432
80 227 200.7 130 368 3233 180 2.09 4:30.0
81 2.30 2033 131 3.7 3280 181 512 452 5
82 2.32 2051 132 374 3306 182 315 4553
83 2.33 2077 133 377 333.3 183 318 457 .8
g4 2.38 210.4 134 379 3330 154 a2 460 .5
85 2.4 213.0 135 3.82 3370 185 2.24 4532
86 2.44 57 136 3.85 3403 186 526 455.0
87 246 275 137 348 343.0 187 2.29 457 5
[ifi] 249 2201 138 3 3436 158 a2.32 4703
89 2.52 2225 139 3.94 3433 159 239 4729
a0 2.595 2254 140 3.96 3501 190 5.38 475 6
a1 2.58 2281 141 3.99 3527 191 2.4 4782
92 281 230.7 142 4.02 3554 192 343 450.0
93 263 2323 143 4.05 F58.0 193 346 452.7
a4 266 2351 144 4.05 3607 194 549 4553
a5 269 237 .8 145 4.11 3633 195 5.52 458.0
96 2.72 240.4 146 413 3651 196 5.55 490 5
a7 2.3 2431 147 4.16 3677 197 258 4933
98 2.78 2435 148 4.19 3704 198 260 493.0
g9 2.80 247 5 149 422 3730 199 563 497 .7

| (DR1-01-Screeningl og.v3_210-150731

Page 8 of 11 I



| 3700591825

Genomics of Drug Induced Renal Injury (DIRI) : Screening L og

Patient ID: Form ID:

DR1- CRF 01 L1 HEEEEREEEEN

APPENDIX 2

CKD Stage 5 Creatinine Table - For Patients of Age 18 and Older

Following table shows the lowest creatinine (IDMS traceable) value that would result in eGFR 14 (CKD stage 5) for given
age, gender, and race of a patient using CKD-EPI equation. Thistableisvalid only for adult patients of age 18 and older.
Creatinine mg/di Creatinine umollL
Male Female Male Female
Age Black Other Black Other Age Black Other Black Other
i8 6.02 532 475 420 i8 322 470.3 4199 3713
19 593 £29 472 418 19 5286 4676 4172 3605
20 95 h26 4 69 416 20 526.0 4650 414.6 IGT.T
21 591 23 4 67 413 21 224 482 3 412.8 365.1
22 5.68 20 4 54 4.11 22 5198 4657 410.2 363.3
23 £.84 BT 4.61 4.08 23 E16.3 4670 407 5 3607
24 581 .14 450 406 24 5136 464 4 4053 3530
25 .78 .11 4 BG 404 25 511.0 4617 4031 3571
26 574 .08 453 4.01 26 507 4 445 1 400.5 354 5
27 571 05 4 51 3.99 27 5048 445 4 398.7 327
28 k.63 .02 4.48 397 28 D21 443 8 386.0 3509
29 o4 0D 4 46 304 29 483 6 4420 3043 3433
30 561 497 443 392 30 495 9 435 3 3916 3465
31 k.58 494 4 40 3.90 31 4833 4367 389.0 344 8
32 556 4.91 438 3.68 32 4306 434.0 3872 343.0
33 .51 4.38 435 385 33 437 A1 431.4 3345 3403
34 548 4385 433 383 34 434 .4 4287 3328 3356
35 45 4.82 4.30 3.81 35 481.8 4261 380.1 336.8
36 542 4.80 428 379 36 479 .1 424 3 3704 3350
37 39 477 425 377 37 476.5 421.7 37T 3333
38 k.36 4.74 423 3.74 38 473.8 419.0 3739 3306
39 £33 471 420 372 39 471.2 416.4 373 3238
40 29 469 418 370 40 467 6 4146 360 5 3271
41 .26 466 416 3.60 41 4650 4119 I6F.T 3253
42 523 463 413 3.66 42 462 .3 4059 3 3661 3235
43 20 4.61 4.11 364 43 4507 407 5 3633 321.8
44 BATF 458 4.03 3e2 44 457.0 404.9 3607 3200
45 514 4 55 4 06 359 45 454 .4 402 2 358.9 3174
46 .11 453 404 357 46 4517 400.5 357 .1 3156
47 5.08 4.50 4. 3.56 47 4491 397 .8 3545 313.8
48 .05 4.47 3.99 3.53 48 445 4 395.1 3827 312.1
49 02 4.45 397 351 40 4433 3034 3509 310.3
50 50D 4.42 3.04 3.49 50 442 0 3807 348.3 3085
51 497 4.40 392 347 51 4303 389.0 3465 306.7
52 494 437 390 345 52 436.7 386.3 344 .8 305.0
53 4.91 4.35 3.58 3.43 53 434.0 354.5 343.0 303.2
54 4.38 432 3.85 34 54 431.4 3319 3403 301.4
55 485 430 333 339 55 4287 3301 3386 2007
56 4.82 427 3.81 337 56 426.1 37fF 5 336.8 2979
57 4.80 425 3.7 3356 57 4243 37eT 3360 296.1
58 477 422 377 333 58 421.7 373.0 333.3 294 4
50 474 420 374 3N 50 419.0 373 3306 2026
60 4.7 417 372 329 60 416.4 3606 328.8 290.8
61 469 415 3.70 328 61 4146 3669 327 1 280.0
62 4.66 412 3.68 326 62 4119 3842 3263 288.2
63 4.63 4.10 3.66 3.24 63 409.3 362.4 323.5 286.4
64 461 4.08 364 322 64 407 5 3607 321.8 2846
65 458 4.05 3e2 320 65 404 9 358.0 3200 2829
--- To be continued on next page ---

| (DR1-01-Screeningl og.v3_210-150731
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| 7071591820

DR1-CRF 01

Genomics of Drug Induced Renal Injury (DIRI) : Screening L og

Pat

ent |1D:

Form |ID:

APPENDIX 2 (continued from page 11)

CKD Stage 5 Creatinine Table - For Patients of Age 18 and Older

Following table shows the lowest creatinine (IDMS traceable) value that would result in eGFR 14 (CKD stage 5) for given
age, gender, and race of a patient using CKD-EPI equation. Thistableisvalid only for adult patients of age 18 and older.

Creatinine mg/idl Creatinine umol/lL
Male Female Male Female
Age Black Other Black Other Age Black Other Black Other
66 4 55 403 350 3.18 66 4022 3563 317 4 2811
67 453 4.01 357 3.16 67 400 5 3645 31586 2793
68 4 50 3.98 3.55 3.15 68 JO7 8 351.8 3138 2785
69 447 3.96 3.53 3.13 69 3951 350.1 3121 2767
70 445 304 3.51 311 70 3034 3483 3103 2749
71 442 3™ 3.49 3.00 71 3807 3456 308.5 2732
72 440 3.80 347 3.07 72 389.0 3439 306.7 2714
I3 437 387 3.45 3.06 73 3563 3421 3050 2705
74 4.35 3.85 3.43 3.04 74 Je4.5 340.3 303.2 268.7
75 432 3.83 3.4 3.02 75 3319 3386 301.4 267.0
Fi 430 3.80 3.39 3.00 76 380.1 3350 2007 2652
77 427 3.70 3.37 289 77 IFF 5 3342 2979 2643
Fii] 425 3.76 3.35 297 78 I75T 3324 20961 2625
79 422 3.74 3.33 2895 79 3730 330.6 284.4 260.9
80 420 3.72 3N 293 80 I3f3 328.8 2026 2500
81 417 3.60 3.30 292 81 3686 3262 2007 2581
82 415 3.67 3.28 2580 82 3669 3244 2000 2564
83 412 3.65 3.26 2.88 83 3542 3227 288.2 2545
84 410 363 324 287 84 362 4 3209 2086.4 2637
85 408 3.61 3.22 285 85 3607 3191 2846 2519
86 405 3.50 3.20 283 B6 358.0 3174 2829 2502
87 4.03 3.57 3.18 2.82 87 3563 3156 281.1 2493
88 4.01 3.56 3.16 2.80 88 3545 3138 279.3 2475
89 3.98 353 3.156 278 89 351.8 3121 2785 2453
90 3.96 3.51 3.13 277 a0 350.1 310.3 2767 2449
91 3.94 3.49 3.1 275 21 348.3 308.5 2749 2431
92 392 3.47 3.09 2.74 92 3465 3067 273.2 2422
93 3.89 345 307 272 a3 34309 3050 271.4 240 4
94 3.87 343 3.06 27 o4 3421 303.2 2705 2396
a5 3.85 3.41 3.04 260 a5 3403 301.4 268.7 2378
96 3.83 3.39 3.02 267 96 3386 2997 267.0 2360
97 3.80 3.37 3.00 2.66 a7 3359 2979 2652 235.1
a8 3.78 336 299 264 ag 3342 206 1 2643 2334
99 376 333 2497 263 99 3324 2044 2625 2325

| (DR1-01-Screeningl og.v3_210-150731
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I— 0776591825 Genomics of Drug Induced Renal Injury (DIRI) : Screening L og _l

Patient 1D: Form |ID:
HEEREREEEEN

DR1-CRF 01 | | |

APPENDIX 3
Decision Flow for DIRI Eligibility Check

Eligibility assessment for AKI phenotype with AKIN stage 2 criteria based on rising serum creatinine:

Within 4 weeks
Yes Durinarar No ithin 2 wee No after drug No
AKIN stage 2 met ——p expc?sureg — after drug —p_ exposure and Not Eligible
exposure nfirmed wi

No Yes Yes Yes

\ 4 \ 4 ) 4 \ 4
Eligible Eligible

\ 4

Not Eligible Eligible

Eligibility assessment for AKI phenotype with AKIN stage 2 criteria based on decliining serum creatinine:

Within 4 weeks
Yes ithin 2 wee No after drug No
AKIN stage 2 met ——p_ after drug dose _s——p  exposure and P Not Eligible
change nfirmed wi
ki biggSy
Y

No Yes Yes
A\ \ 4 Y

Not Eligible } Eligible Eligible

Eligibility assessment for Glomerular Disorder phenotype:

Kidney biopsy No
findings
Yesl
A
Proteinuria No Hematuria No o
criteriy > criteriy » Not eligible
Yes Yes
\ 4 \ 4

Eligible Eligible

| (DR1-01-Screeningl og.v3_210-150731 Page 11 of 11 I



I— 1235030431 Genomics of Drug Induced Renal Injury (DIRI): Racial Detalil —l

Patient ID: Coordinator ID: Form |ID:

oricerrez | [ | [ ] LI LT I-LT ][]

Please review the following Race Code table and identify the best matching race categoriesfor patient and patient's parents.
Thisinformation will help better evaluate the genetic distribution of study participantsin terms of race. We understand that
racial origin is self reported by patient or documented in patient's medical records. We appreciate it may be difficult to obtain
the requested information and would be very grateful for any information provided by the patient.

Self-Reporting Race Identification (Based on Maodified CDC Race and Ethnicity Code Set v1.0)

Race Group Race Description Race Group Race Description
Code Code
AMERICAN 101 Arnerican Indian BLACK 309 Jarnaican
INDIAN OR 102 Al aska Matve 310 Tobagoan
ALASKA 511 Trinidadian
NATIVE 512 West|ndian
AS1AN 201 Asianlndian 399 OtherBlack
202 Bangladeshi NATIVE a0l Polynesian
203 Bhutanese HAWAIIAN [Mative Hawaiian, Samoan, Tahitian,
204 Burmese OR OTHER Tongan,Tokelauan)
205 Cambodian PACIFIC 402 i cronesian
206 Chinese ISLAMDER [Guamanian or Charmorro,
207 Taiwanese Guamanian, Chamaorro, Mariana
208 Filipino |slander, Marshallese, Palauan,
209 Hrnong Caralinian, Kosraean, Pohnpeian,
=10 Indonesian Saipanese, Kiribati, Chuukese,
211 lapanese fapese]
12 Korean 403 M el anesian
215 Lactian [Fijian, Papua Mew Guinean,
214 Tl aysian Solomon I.sland er, Mesw Hebrides)
715 Ok haeean 404 Other Pacificl slander
g Fakistani WHITE S0l Euru:upe_an _
=17 %1 Lankan [&rmenian, English, French, Gernan,
- Irish, Italian, Palish, Spaniard,
218 Thai :
219 Yiethamese el
: S0z Middle Eastern or Morth Afri can
=20 ] [&ssvrian, Egyptian, [ranian, lragi
221 mal divian : i 2 !
Lebanese, Palestinian, Syrian,
Cr Nepaisse Afzhanistani, Israeili)
223 Singaparean 503 arab
z2t.  pMadesescar 599 OtherWhite
2231 Duhierasian HISPANICOR | 602 Mexican
LAt ok Bl E!':k - LATIHO (] Central American
302 Afr! Can American e0a South Americn
303 cifFican o i &05 Latin Arnerican
[Botswanan, Ethiopian, Liberian, .
; R ; =13 Puerto Rican
Namblgn, Migerian, Zairean) e AT
U4 Enahaml.En 603 Darninican
ggg gzx ?nl:il::?n 699 Other Hispanic or Lating
307 Darminicalslander P s WotRepoeed
— REPORTED:
208 eitisn OTHER 593 Other Race
1. Patient Self
a. Race Code: D:I:'
b. Country of Birth: [ NA
c. City of Birth: LINA
2. Mother's Race Code: | | | | | | | | (Up to two race codes may be entered for each parent.)

3. Father's Race Code: | | | | | | | | (Up to two race codes may be entered for each parent.)

| (DR1-02-RaceDetail.v1_210-130319) Pagelof 1 I



I— 6911352973 Genomics of Drug Induced Renal Injury (DIRI) : Medical History _l

Patient ID: Coordinator ID: Form ID:

DR1- CRF 03 |||||||||||||||||||'||||||

Please enter medical history from hospital admission for inpatient or medical history within three months of DIRI for outpatient.

1.DateObtained:| | |/| | |/| | | | |(mm/dd/yyyy)

2. Please enter up to 2000 charactersin the following box thereason for hospital admission for inpatient, or the chief
complaint or reason for followup at clinic for outpatient. Include any nephrologist diagnosisif available.

3. Hypertension: O Present O Absent O No Daa
4. Diabetes Méllitus: O Present O Absent O No Daa
5. Chronic Obstructive Pulmonary Disease: O Present O Absent O No Data
6. Cardiac
a. Coronary Artery Disease: O Present O Absent O No Data
b. Congestive Heart Failure: O Present O Absent O No Data
7. Peripheral Vascular Disease O Present O Absent O No Data

8. Immunocompromised

a HIV-Positive/ARC: O Present O Absent O No Data

b. AIDS: O Present O Absent O No Data

c. Non-Renal Organ Transplant O Present O Absent O No Data
If Yes, specify type of transplant: (Check all that apply.)
OLivee [OHeat [OLung O Other
9. Liver Disease

a. Cirrhosis of Liver: O Present O Absent O No Data

b. Hepatic Failurewith Encephalopathy O Present O Absent O No Data
or Coma:

c. Other Liver Disease: O Present O Absent O No Data

| (DR1-03-MedicalHistory.v3_100-130809) Page1 of 2 I



I— 7350352971 Genomics of Drug Induced Renal Injury (DIRI) : Medical History

Patient 1D:

Coordinator_ID: Form ID:

DR1- CRF 03 |

10. Malignancy
a. Solid Tumor with Metastasis:

b. Hodgkins Lymphoma:

¢. Non-Hodgkins Lymphoma:
d. Leukemia/Myelomas:

e. Other Cancers:

f. Chemotherapy:

g. Radiation Therapy:

h. Other Cancer Therapy:

11. Autoimmune Disease:

12. Renal
a. Kidney Disease with No Dialysis:

b. Kidney Disease with Past Dialysis:

13. Allergic Disease:

14. Currently taking oral contraceptives?
15. Smoking Status:

16. Has the patient been on any of the
following in the last four weeks?
(Check all that apply.)

17. Has the patient undergone any
proceduresrequiring radio contrast in
thelast four weeks?

18. Was the patient given any blood
productsin the last four weeks?

19. Hasthe patient under gone any of the
following in the last four weeks?
(Check all that apply.)

O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data
O Present O Absent O No Data

O Present O Absent O No Data
If Yes, please specify: (Check al that apply.)

O Lupus O Rheumatoid Arthritis
O Scleroderma O Sogren's Syndrome
[ Other:

O Present O Absent O No Data
O Present O Absent O No Data
If any primarykidney disease, please specify: (check al that apply.)
O Glomerular Disease  [] PCKD
O Kidney Stones

O Present O Absent O No Data
If Yes, please specify: (Check all that apply.)

O Asthma O Eczema
O Hayfever O Anaphylaxis
[ Other:

O Yes O No

O Current Smoker O Former Smoker O Never Smoked O No Data

O Diuretics O Antibiotics
O NSAIDs (excluding aspirin) [ ACEi/ARBs
[ Aprotinin O Recreational Drugs

O Yes O No
If Yes, enter the date of last procedure:

LD L T T ey

O Yes O No
If Yes, enter the date of last occurrence;

I A I A A 190
[ Cardiac Surgery O Nephrotoxic Insult
[ Cardiac Catheterization O Vascular Surgery

O Other Major Surgery/Trauma

| (DR1-03-MedicalHistory.v3_100-130809)
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| 2687355163

Genomics of Drug Induced Renal Injury (DIRI): Physical Exam

Patient 1D: Coordinator 1D: Form ID:
DRL- CRF 04 HEEE RN
voae | | /L] [/ [ ]|y
2. Time: | | | | | |(24-hour clock)
3. Edema:
O Generalized O Peripheral Only O Localized Only (sacra/flank) O None O Not Recorded
4. Lungrales
O Present O Absent O Not Recorded
5. Heart:
O Raised VD O Cardiac Murmurs O Arrytnmias O No Abnormdities O Not Recorded
6. Astites:
O Yes O No O Not Recorded
7. Jaundice:
O Yes O No O Not Recorded
8. Foley Catheter:
O Yes O No O Not Recorded
9. Fluid overload noted from chest X-ray:
OYes ONo O X-RayNotDone O Inconclusve
10. Surgical status:
O Emergency O Elective O None O Not Recorded
11. Source of infection?
O Known O Suspected O None O Not Recorded
12. If infectious sour ce known or suspected, check all that apply:
O Urinary Tract O Lung O GI Tract
[ Blood O CsF [ Skin
O Joint O Other
13. Cultures done?
OYes O No

| (DR1-04-PhysicalExam.v1_100-121226)
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I— 1867637503 Genomics of Drug Induced Renal Injury (DIRI): Risk Factors —l

Patient ID: Coordinator 1D: Form ID:
ore-creos | | [ [ | [ LT ) L -0 T[]
voae || /L[ /L[ [ [ |y
2. Time | | : | |(24-h0ur clock)

3. Did patient have any of the following risk factorsfor AKI in thelast 72 hoursor sincethelast timepoint? O Yes O No
If Yes, please answer in detail to each of the following seven risk categories:

a. Proceduresrequiringintravascular ¢ Surgical proceduresrequiring - Continued from risk category e -

contrast agents: general anesthesia:
OYes O No Yes No LIVER DISEASES
) © © ) [ 09-01 HEPATORENAL SYNDROME
If Yes, please check all that apply in If Yes, please check all that apply in [J 09-02 HYPOALB (< 3 g/dL or 30 g/L)
thefollowing and for each checked thefollowing: [J 09-03 CIRRHOSIS
item please also providethe L] 09-04 HEPATITIS
i CARDIAC SURGERY [ 09-05 HEPATIC DISEASE
dateftime of the procedure and the (UNSPECIFIED)
i [] 03-01 CABG ALONE
amount of contrast agents: ] 03.02 VALVE ALONE ECF LOSSES
[] 01-01 CONTRAST - INTRAVENOUS [J 03-03 COMBINED CABG & VALVE ] 10-01 VOMITING
Date:| | | / | | | / | | | | | 0] 03-04 OTHER [ 10-02 DIARRHEA
VASCULAR CAUSES E 10-03 DIABETES INSIPIDUS
Time|:|:|-|:|:| [ 04-01 DISSECTING ANEURYSMS 5 18'8;' /S'Eﬁsgé';\T'%S#FF'C'ENCY
: [J 04-02 ANEURYSM REPAIR -
|:|:|:| m [ NA [ 04-04 VASCULAR (UNSPECIFIED) OTHER PROCEDURES
Amount: [J 04-05 VASCULAR SURGERY - [0 11-01 SWAN GANZ PLACEMENT
CAROTID [ 11-02 CARDIAC PROCEDURES
[J 01-02 CONTRAST - CARDIAC CATH [] 04-06 VASCULAR SURGERY - [ 11.03 ECMO/ECOR
Date'| | | /| | | /| | | | | PERIPHERAL VASCULAR [J 11-04 CHEST TUBE PLACEMENT
' DISEASE O 11-05 BRONCHOSCOPY
Time|:|:|-|:|:| OTHER SURGERY [] 11-06 THORACENTESIS
’ [ 05-01 SOLID ORGAN TRANSPLANT E ﬂ'gg EGEQCF?QSEE'SURES
Djj O 05-03 OTHER ]
Amount: m CINA [] 11-09 RADIOLOGIC PROCEDURES
[ 11-10 HYPERBARIC TREATMENTS
[0 01-03 CONTRAST - INTRAARTERIAL d. MAP < 65 mmHg for morethan 60 [ 11-11 INTERNAL ORGAN BIOPSY
] minutesif monitored, or SBP < 90 [ 11-12 PLASMAPHERESIS
Date.| | | / | | | / | | | | | mmHg if not monitored: [ 11-13 TIPS
) oY ON [0 11-14 EGD/COLONOSCOPY
Time[ T ][ T ] & ° O 11-15 LP/ICP MONITORING
e. Additional risk factorsfor AKI: L] 11-16 LVAD
Amount:|:|:|:| m [ NA OYes O No O 11-17 PLACEMENT OF PACEMAKER
_ If Yes, please check all that apply in f. RBC transfusion:
b. Nephrotoxic agents: the following: OYes O No
OYes ONo INTRAVASCULAR FLUID LOSS

g. Hyperglycemia:(blood sugar >110mg/dL

If Yes, ple_aase check all that apply in [] 06-01 HEMORRHAGE or 6.05 mmol/L, or patient is on insulin.)
thefollowing: ] 06-02DIC
] 06-03 BURNS OYes ONo
[ 02-01 TRANSPLANT MEDS ] 06.04 HYPOVOLEMIA
[ 02-02 NON-PRESCRIPTION MEDS [ 06-05 HYPOALB (< 3 g/dlL or 30 g/L)
[ 02-03 CHEMOTHERAPY
] 02-04 IV DRUG ABUSE INCREASED VASCULAR CAPACITY
O 02-05 AMINOGLYCOSIDES [] 07-01 SEPSIS
[ 0206 I IR THAN [J 07-02 ANAPHYLACTIC REACTIONS
[] 0207 NSAIDS O 07-03 LOSS OF SYMPATHETIC TONE
- [ 07-04 LOSS OF AUTOREGULATION
(EXCLUDING ASPIRIN) [ 07-05 ANESTHESIA
L] 02.08 RHABDOMYOLYSIS ] 07-06 HYPOTENSION FROM
[ 0209 IV HEMOLYSIS OTHER CAUSES; MAP < 65
[ 02-10 ANESTHETIC AGENTS
O 02-11 ACEi/ARBs CARDIAC FAILURE
[J 02-12 OTHER PRESCRIPTION MEDS [ 08-01 M
O 08-02 CHF

(] 08-03 PUL EMBOLUS

] 08-04 VALVE FAILURE

[] 08-05 CARDIOGENIC SHOCK
[J 08-06 ARRYTHMIA

[J 08-07 TAMPONADE

| (DR1-05-RiskFactorsvl 311-130321) Page1lof 1 I



I— 4749356671 Genomics of Drug Induced Renal Injury (DIRI): Vitals, Labs, 1& O —l

Patient ID: Coordinator ID: Form ID:

orcrrs L[] LIL[I] LCITTT]-CITTT]
S A N I A A . Y
2. Time: | | || | | (24-hour clock)

3. Waspatient in ICU on thisday? O Yes O No

Note: The date and time of entry will be the actual time documented for the BUN and Creatinine results from the lab reports in the patient's
medical records. All other lab values may be collected for up to awindow of +/- 4 hours from the time of the BUN/Creatinine collection.
NA = Data Not Available/lUnknown: This Box must be marked for missing values.

Vital Signs NA | Vital Signs  (For ICU patientsonly) NA
4. Temperature: D:I:' ] 8 E (] |10 Fi02: | | | || | 8 Emn []
5. Systalic BP: D:I:' mmHg |:| 11. CVP: |:|:|mmHg |:|
6. Diastolic BP: I:I:I:I mmHg |:| 12. PAWP: I:I:D mmHg |:|
7. Heart Rate: I:I:D bpm [ 13. Cardiac Output: I:I:':I . I:IL/min [
8. Sg?g:iratory I:Dbpm [J 1402 Apparatus:

e [T10Je O g o oome oo
15. pH: Dl:lj [
16. pa02: |:|:|:| mmHg []
17. paCO2 [T T Jmmeg [
18. Neurological State - Eye: I:' |:|
19. Neurological State - Verbal: I:' |:|
20. Neurological State- Motor: I:I |:|

Labs NA | Labs (- continued ---) NA

21. Na [T T ]meat gman [ Jssacreeen:| | ] ] | Ju [

22.K: [T ][] mean gmany [J lseastscon:| | | | | Jw [

23. Cl: I:l:l:‘mEq/L (mmol/L) L1 a7 ALP: | []

24. HCO3: |:|:| I:I mEQ/L (mmol/L) [] |35 wec: ___—Iloalmms o’y U

25. BUN: L L] IS O s Bands L] L

26. Creatinine: | | | | || | 8umn%g?l,‘|_ D 40. Eosinophils: . :I % D

27. Glucose: LT T T T I8mae O a1 Hemogiobin: | | | . QI [

28. Total Ca: ) 8 m%g:‘/l_ L] |42 Her: L__ % ]

29. lonized Ca: . 8 m%g:‘/l_ ] 43, Platelets: 10 Ymm” (109/L) ]

3. PO4 L1 L] I8 O jaser .

31 Mg [ LT 18 O werre ] | L] Joow O

32. Albumin: D:I:' Dog/dl‘ D 46. INR: | | | | | |:|

srasion [ [ ][ 19™% O oiseewe ] 008 O

34. Direct B|I|rub|n.|:|:|:| . 8 umn%g?ll_L ]

| (DR1-06-VitalsL absl O.v2_340-140528) Page 1 of 2 I



Genomics of Drug Induced Renal Injury (DIRI): Vitals, Labs, |& O

| 4421356678

: Form 1D:
ora-crros L1 L L[] J-[T 111
Intake & Output
48. Was patient on dialysistoday (includes days between inter mittent dialysis)?
OYes ONo O NoData
49. Was1& O collection donefor the day?
OYes ONo
If no1& O collection, please state reason:
50. 1& O Collection Times:
Start Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | || | |(24-hrc|ock)
Stop Date/Time: | | | / | | | / | | | | |(mm/dd/yyyy) | | || |(24-hrc|ock)
Intake Output
NA NA
51, PO: | | | | | |m| L] 56. Urine: | | | | | |m| ]
52. NG: L[ [ 1 []m O | 5500 L[ [ O
53. 1V: | | | | | |m| |:| 58. NG: | | | | | |m| |:|
54. Other Intake: | | | | | |m| ] 59. Wounds& Drains: | | | | | |m| ]
55. Total Intake: | | | | | |m| ] 60. Other Output: | | | | | |m| ]
61. Total Output: | | | | | |m| []

| (DR1-06-Vitals_abs O.v2_340-140528)
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Genomics of Drug Induced Renal Injury (DIRI): Urinalysis& Urine Chemistry

| 6954358482

—

Patient 1D: Coordinator 1D: Form 1D:
ore-cereer || [ [P L) L -C ]
1. Urinalysis done? O Yes O No

If Yes, please enter data in the Urinalysis section.
2. Urinechemistry done? O Yes O No
If Yes, please enter data in the Urine Chemistry section.
Urinalyss
3. Date: / /| | | | eoovaayyyy)
4. Time: (24hr clock)
5. Specific Gravity: | |. I:' NA
6. pH: HEEE [
7. Protein: O Negative O Trace O 1+ O2+ O3+ O4+ ONA
8. Glucose: O Negative O Trace O 1+ O2+ O3+ O4 ONA
9. WBC: ORae O02 O35 0610 O11-20 O2150 O>50 ONA
10. RBC: ORae O02 O35 0610 O11-20 O2150 O>50 ONA
11. Urinary Sediments. (check all that apply)
O Hyadine Cast O Granular Cast O RBC Cast
O Cellular Cast O WBC Cast O Hgb Cast
O Fatty Cast O waxy Cast O Tubular Broad Cast
12. Eosinophils: O Present O Absent O NoData

Urine Chemigry
13. Typeof Urine Callection: O Timed O Spot

Note: (1) For Timed collection, enter both the Start and Stop Dates/Times.
(2) For Spot collection, enter only the Start date/time.

14. Urine Collect Start Date/Time: / / (mm/dd/yyyy) | | | . | | |(24.h0ur clock)
15. Urine Collect Stop Date/Time: / / (mm/dd/yyyy) | | || | |(24_h0ur clock)
16. Urine Total: | |ml D NA
17. Na: mEg/L (mmol/L) [ INA
18. K: |:|:|:| mEg/L (mmol/L) [ INA
19. Cl: |:|:|:| mEg/L (mmol/L) [INA
O mg/dL
20. Ca | | | || | | o) m%om_ [ na
. O mg/dL
21. PO4: . O mmol/L [ na
22. Urea Nitrogen: ; 8 m%g:‘,l_ [INA
aeaen: [ [ [ [ ]St [ a
24. Creatinine: I:l:l:':l ] 8 umn%g?ll_L [INA
25. Osmolality: I:I:I:Ij mOsm/L LINA
oo mbumin: ||| ] ]Qme (e

| (DR1-07-UAUC.v1_130-130809)
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Genomics of Drug Induced Renal Injury (DIRI): Renal Replacement Therapy
| 3857361834

Patient ID: Coordinator ID: Form ID:

—

ore-crroe | | [ | [ ] LT LT[ -0]]

1. Hasthe patient received RRT in thelast 72 hoursor sincethelast time point if lessthan 72 hour s?
OYes ONo

2. Reasonsto start/pursue RRT: (Check all that apply)
[] 01-01 Hyperkalemia
[] 01-02 Acidemia
[] 01-03 Electrolyte Disturbance
[J 01-04 Progressive Azotemia
[] 01-05 Uremic Manifestations
[J 01-06 Oliguria (<400 ml/24h)
[J 01-07 Fluid Overload
[] 01-08 Volume Status Unable to Accomodate Demands for Fluid
[J 01-09 Compromised Cardiac, Respiratory or Liver Status
[J 01-10 Intoxication
[J 01-11 Non-recovery of Renal Function
[0 01-12 Other

3. Typeof RRT procedure:
O IHD O CVVH O CvWHD O CVVHDF
O SLED O UF Only O PD

4, RRT Start Date/Time:

HENEEEE RN

| | | | | | (24hr clock)

5. Was CRRTtemporarily stopped in thelast 72 hoursor sincethe last time point if lessthan 72 hour s?
OYes ONo
If Yes, answer the following questions:

a. RRT Stop Date/Time:
LL LD L LT oy

| | | | | | (24hr clock)

6. WasRRT definitely stopped in thelast 72 hoursor sincethelast time point if lessthan 72 hour s?
O Yes O No

If Yes, answer the following questions:
a. RRT Stop Date/Time:
A B A 1292

| | | | | | (24hr clock)

b. Reasonsfor RRT discontinuation: (Check all that apply)

[J 03-01 Renal recovery

[ 03-02 Death

[ 03-03 withdrawal of treatment
[ 03-04 Other

| (DR1-08-RRT.v2_111-130321)
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I— 7249364151 Genomics of Drug Induced Renal Injury (DIRI): Drug Dosing —l

Patient ID: Coordinator ID: Form ID:
DR1- CRF 09 HEEEEE RN EEEEN

1. Information about thisdrug as recorded in screening log:

a. Drug|D: I:I:I:I

b. Drug Full Name:
c. Drug Trade Name:

dsatpaetime | | [/ | [/ | | | |evadyyyy : (24hr clock)
commsasions [ 1 [ | [T T ooy [T Josworso Ora

2. Isserum drug concentration available? OYes ONo

3. Hasthe patient previously received thisdrug (in any dose or route) during a previous hospital admission or as
part of previous outpatient treatment?

OYes ONo O Unknown
If Yes, please answer thefollowing questions:

a. Did the patient experience adver se eventsrelated to kidney injury?
OYes ONo OUnknown O NA

b. Did the patient recover and kidney related AE resolve?
OYes ONo OUnknown O NA

Drug Dose History (in chronological order)

4. Episode 1
ooswe [T/ LT T Jombam R 850" 0% 0 O
:| (2 clodd f. Concentration: |:|:| |:| 83%9/“'
’ er
ooene: [T L1/ T LT Jomissm | o, /LTI
| | | . | | |(24hr clock) (mm/dd/yyyy)
c. Dose: | | | | | | | | O mg O gram O mcg Time: | | |(24hr clock)
d.F | | || | |hr o oner: g- Trough Conc: O Yes O No O Unknown
reg: .
5. Episode 2
v e ] [T/ T T [ ooy | 2ive 855,01 O¥ 0% on
:| (24hr clock) _ O meg/mL
f. Concentration: I:':I I:' O Other -
I B e e
| | | | | |(24hr clock) (mm/dd/yyyy)
CDose'| | | | | || | O mg O gram O mcg Time: | | || | |(24hrc|ock)
d.F | | || | hr. o oer: g. Trough Conc: O Yes O No O Unknown
reg:
6. Episode 3
v e ] [T/ T T T ooy | 2ive 855,01 O 0% on
:| (24hr clock) O meg/mL
f. Concentration: I:':I I:' O Other -
e LD L T/ T
| | | | | |(24hr clock) (mm/dd/yyyy)
CDose'| | | | | || | O mg O gram O mcg Time: | || | |(24hrc|ock)
d Freq;| | | | | hr. Ooter: g TroughConc: QOvYes ONo O Unknown

| (DR1-09-DrugDosing.vl_310-130803) Page1of 3 I



Genomics of Drug Induced Renal Injury (DIRI): Drug Dosing

| 2359364158

Patient ID:

Form |ID:

PRI CRFO9 | HEEEEREEEEE
7. Episode 4
oo [ T ]/ [T/ T T T Jomiawm | oRowe 825, 0M OV O o
:| | |(24hr clock) ‘c |:|:| I:I O meg/mL
oncentration: O Other -
oene [ LV IL L]/ LT Jomosm | o
| | || | |(24hrc|ock) (mm/dd/vyyy) / | | |/ | | | | |
eoose| | | | | || | O mg O gram O meg Time: | (24hr clock)
d. Freq: | | | | | | hr. © oter: g TroughConc: OvYes O No O Unknown
8. Episode 5
a Start JLL L [ ] ooy | o Route S baer M O OS¢ O
:| | |(24hr clock) ‘i . I:I:I I:I O mcg/mL
. Concentration: . O other -
oeng: | | [/ [ [/ [ [ oo | | T
| | || | |(24hrc|ock) (mm/ddiyyyy) | | | | | | | | | | |
coose | | | | | ][] JSmeOoemOmes  Tme Ll BL ] Jeardon
d. Freq: | | | | | | h; © oer: g. TroughConc: OYes O No O Unknown
9. Episode 6
s [ ]/ [T/ T LT Jomat |7 85, 0% OV ¢ or
:| (24hr clock) |:|:| |:| O meg/mL
f. Concentration: O Other -
oend | | /L L /L] [ [ femoa —
. (24hr clock) (mm/dd/yyyy) | | | / | | | / | | | | |
c. Dose: | | | O mg O gram O mcg Time: | || | |(24hr clock)
d. Freq: | | | | | | hr. © Other: g TroughConc: OvYes O No O Unknown
10. Episode 7
s [ ]/ [T/ T LT Jomat @7 8, 0% OV 0 or
:| (24hr clock) |:|:| |:| O meg/mL
f. Concentration: O Other -
e LT L e e ) ) LT
. (24hr clock) (mm/dd/yyyy)
c. Dose: | | | O mg O gram O mcg Time: | || | |(24hr clock)
d. Freq: | | | | | | hr. © Other: g TroughConc: OvYes O No O Unknown
11. Episode 8
a Start: / | / | | | | |(mm/dd/yyyy) e. Route: 8g?hero M OIv OsQ OPR
| (24hr clock) |:|:| |:| O meg/mL
f. Concentration: O Other -
e LT L e e O ) L
: (24hr clock) (mm/dd/vvvy)
c. Dose: | | | O mg O gram O mcg Time: | || | |(24hr clock)
d. Freq: | | | | | | hr. © Other: g TroughConc: OvYes O No O Unknown

| (DR1-09-DrugDosing.v1_310-130803)
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| 5512364152

Genomics of Drug Induced Renal Injury (DIRI): Drug Dosing

Patient ID: Form 1D:
DR1.- CRF 09 Bl HEEEEREEEEE
12. Episode 9
a St [L LT [ Jomwaayyy | & Rovte S e o M OV OS¢ O
| | |(24hr clock) O meg/mL
f. Concentration: I:':I I:' O Other -
o= I O O 2 B —
(24hr clock) (mm/dd/yyyy) | | | / | | | / | | | | |
O mg O gram O mcg Time: | | || | |(24hrc|ock)
c. Dose: || |
d Freq| | || | |hr © other g TroughConc: OyYes O No O Unknown
13. Episode 10
o[ T/ [T/ LT T Jomonn | Rt 850" OV ©% o
| | |(24hrc|ock) ¢ Concentration: I:':I I:‘ O mcg/mL
O oth
oo L LI oo e PCT /T
. (mm/dd/vvvv)
com [TTTTI LTI mommoms | e [T LT Joorom
d Freq:| | || | |hr O other: g TroughConc: OvYes O No O Unknown

| (DR1-09-DrugDosing.v1_310-130803)
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| 0698365502 Genomics of Drug Induced Renal Injury (DIRI): Outcome I nfo

Patient ID: Coordinator ID: Form ID:

oricerro || [ L] LT L]

1. Did patient complete full sudy?
OYes O No
2. What wasthelast time point that was completed?

O Day of DIRI

O Peak SCr or Peak Severity of Injury

O Drug Stop or Dose Reduction

O Nadir SCr or Resolution of Event

O Hospita Discharge or Last Clinical Visit

I npatient Hospital Discharge or Qutpatient Last Clinic Visit Status

S.E;S;h\?irsgi]fg;te: | | |/| | |/| | | | |(mm/dd/yyyy)

4. Alive? OYes ONo
5. Required dialysis? O Yes O No

6. Serum Creatinine: | | | | | | O mg/dL
(Recorded on day . O umoal/L

closest to discharge)
7. CreatinineDate:| | |/| | |/| | | | |(mm/dd/yyyy)

Dialysis Status
8. Was patient ever on dialysisduring this study period? OYes O No

If Yes, answer thefollowing questions:

a.Firstdayofdialysis:| | |/| | |/| | | | |(mm/dd/yyyy)

b Lastdayofdiayss | | | /| | |/ | | | sy

c. Typeof dialysis. (Check all that apply.)
OmWb OcvvH OcvvHD [OCvVHDF [OSLED [OUFOnly [OPD

| (DR1-10-Outcomel nfo.v2_102-130531)
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I— 7223241506 Genomics of Drug Induced Renal Injury (DIRI): Follow Up

Patient ID: Coordinator ID: Form ID:

—

ore-crene || | PP L) L=

S A R I O N (P

2. Which follow-up?
O Day28 O Day 90

3. Who supplied follow-up information?
O Patient O Surrogate O Medical Record
4. Ispatient alive?
OYes ONo O Unknown
5. If patient isalive, ispatient dialysis dependent?
OYes ONo O Unknown

If patient is not dialysis dependent, please enter patient data obtained from patient's recent outpatient medical
record or from current physician:

6. Source of Data:
O Medical Record O Current Physician

7. BUN: L L L | 8med  [INa
8. Creatinine: I:l:l:':l . 8 umn%g?'/-l_ C1NA
et LT T LT Jonmoayyyy  CIva

| (DR1-11-FollowUp.v1_101-130531)

Page1of 1 I



| 8236445529

Genomics of Drug Induced Renal Injury (DIRI): Research Lab

DR1-CRF 12

1.

2.

Patient ID:

Coordinator 1D:

Affix Kit ID bar code label in box

Lab Kit ID

Sample A - Serum

] Mark if not collected

3.
4.

5.

Sample C - Whole Blood

Date Collected: / / (mm/ddiyyyy)

Time Collected: (24-hour clock)

Volume Collected: I:':I . I:I ml
Number of Aliquots: I:':I

O Day after Collection Date

Day Frozen: O Same as Collection Date

Time Frozen: (24-hour clock)

] Mark if not collected

9.
10.
11.
12.
13.

14.

Sample E - Urine

Date Collected: / / (mm/ddiyyyy)

(24-hour clock)

Volume Collected: I:I:I . I:' ml
Number of Aliquots: I:I:I

O Day éfter Collection Date

Time Collected:

Day Frozen: O Same as Collection Date

Time Frozen: (24-hour clock)

] Mark if not collected

15.

16.

17.

18.

19.

20.

Date Collected: / / (mm/ddiyyyy)
Time Collected: (24-hour clock)
Volume Collected: |:|:|:| ml

Number of Aliquots: |:|:|

Day Frozen: O Day after Collection Date O Same as Callection Date

Time Frozen: (24-hour clock)

| (DR1-12-ResearchL ab.v3_000-130312)
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I— 1224633124 Genomics of Drug Induced Renal Injury (DIRI) : Clinical Data Review _l
Patient ID: Coordinator ID: Form ID:

ore-creaa || | PP L) L]

Case Summary
a Patient Location: O Inpatient O Outpatient e. DIRI Phenotype: O AKI O Glomerular Disorder

b. Gender: O Mae O Femae f. Study drugsthat met DIRI criteria:

c. Age: |:|:| i.

d. Race: ii.

Case Review

1. Date of Review: | | |/| | |/| | | | |(mm/dd/yyyy)

2. Doesthe patient case have sufficient clinical data for adjudication?
O Yes -—>IfYes, pleaseassign adjudicatorsfor thiscase and accept the patient into official adjudication process.
O No -—-->If No, please document all action itemsrequired for site coordinator to resolve the issues.

Adjudicator Assignment

sadudoator: (| | | [ [P ]]]

andudcaorz | | | | [ [ LT[ ]|

sadudicars (| | | [ [ [P P[P T[] ]]

Action ltems
6. Action Item 1: O Request for resolution O Submit for review ] Resolved
a | [Review]
b.
[Response]
7. Action Item 2: O Request for resolution O Submit for review [] Resolved
a | [Review]
b.
[Response]
8. Action Item 3: O Request for resolution O Submit for review [] Resolved
a | [Review]
b.
[Response]

| (DR1-14-CDR.v1_100-140613 Page 1 of 3 I



| 4381633121

Genomics of Drug I nduced Renal Injury (DIRI) : Clinical Data Review

Patient ID: Form ID:
DR1- CRF 14 L[] HEEEECEEEEN
9. Action Item 4: O Request for resolution O Submit for review [] Resolved
a | [Review]
b.
[Response]
10. Action Item 5: O Request for resolution O Submit for review [] Resolved
a | [Review]
b.
[Response]
11. Action ltem 6: O Request for resolution O Submit for review ] Resolved
a | [Review]
b.
[Response]
12. Action ltem 7: O Request for resolution O Submit for review ] Resolved
a | [Review]
b.
[Response]
13. Action Item 8: O Request for resolution O Submit for review [] Resolved
a [Review
b.
[Response]

| (DR1-14-CDR.v1_100-140613

Page 2 of 3 I



I— 1094633129 Genomics of Drug Induced Renal Injury (DIRI) : Clinical Data Review _l

Patient 1D: Form ID:
ori-crre || | [ ][ ] HEEEEREEEEE
14. Action Item 9 O Request for resolution O Submit for review [] Resolved
a [Review
b. [Response]
15. Action Item 10: O Request for resolution O Submit for review [] Resolved
a [Review
b. [Response]

| (DR1-14-CDR.v1_100-140613 Page 3 of 3 I



I— 4696287428 Genomics of Drug Induced Renal Injury (DIRI): Adjudication Report —l

Patient ID: Form ID:
DR1- CRF 15 HEEEEN HEEEEREEEEE

vagudcaorto: | | | | [ LT PP P[] ]

2.Date0fReview:| | |/| | |/| | | | |(mm/dd/yyyy)

3. a. Phenotype and DIRI criteria that was used to deter mine patient's eligibility for enrollment with this study:
O AKI phenotype with AKIN stage 2 criteria based on rising serum creatinine (based on time course and magnitude
O AKI phenotype with AKIN stage 2 criteria based on declining serum creatinine  of creatinine change)
O Glomerular disorder phenotype (based on biopsy)

b. Study Drugs:

Met DIRI

NA | Drugl!D Drug Name Criteria
brugl | O | = | | OY ON
brug2 | | = | | OY ON
Drug3 o | | OY ON

4. Assessment Tools

a. Naranjo Scores (Naranjo CA, Busto U, Sellers EM, et al. A method for estimating the probability of adverse drug reactions.
Clin. Pharmacol. Ther. 1981;30:239-245.)
Naranjo scores of 9 - 10 indicate that event was" definitely” an ADR; scoresof 5 - 8 rate thelikelihood as " probable”;
scoresof 1 -4 are" possible"; and scores of lessthan 1 are " doubtful”.

To assessthe adver se drug reaction, please answer the Question Points Subscores
following questions and give pertinent subscoresfor each DoNot
drug.

g Yes | No K now Drug 1 Drug 2 Drug 3
(1) Arethere previous conclusive reports on this reaction? +1 0 0
(2) Did the adverse event appear after the suspected drug was +2 -1 0

administered?

(3) Did the adverse reaction improve when the drug was +1 0 0
discontinued or a specific antagonist was administered?
(4) Did the adverse reaction reappear when the drug was +2 -1 0
re-administered?
(5) Arethere alternative causes (other than the drug) that could on -1 +2 0
their own have caused the reaction?
(6) Did the reaction reappear when a placebo was given? -1 +1 0
(7) Wasthe drug detected in the blood (or other fluids) in +1 0 0
concentrations known to be toxic?
(8) Was the reaction more severe when the dose was increased, or +1 0 0
less severe when the dose was decreased?
(9) Did the patient have a similar reaction to the same or similar +1 0 0
drugs in any previous exposure?
(10) Was the adverse event confirmed by any objective evidence? +1 0 0
Add subscor es from each column to calculate the Naranjo score for respective drug:
(Score 0: Unlikely, Score 1-4: Possible, Score 5-8: Probable, Score 9-10: Definite)

| (DR1-15-AdjudicationRpt.v2_101-140613 Page 1 of 4 I



I— 4447287499 Genomics of Drug Induced Renal Injury (DIRI): Adjudication Report —l

Patient 1D: Form |ID:

or1-crF1s [ [ | L P -L L]

4. Assessment Tools  (--- continued from Page 1 ---)
b. Liverpool Adverse Drug Reaction Causality Assessment Tool (DOI: 10.1371/jour nal.pone.0028096)

No
Do you suspect an
adverse drug reaction? /
Yes
4
5] 7] 2
Did the event appear after No Were pre-existing No
the drug was administered - symptoms exacerbated by
or dose increased? the drug?
Yes Yes
-t
4
[C] [G] o)
t?éi:giﬁ;iﬂi;?%?;ﬁz No Was the event associated No .
N - SR
was stopped or dose with long-lasting d|T’;31b|I|ty ——m»< Possible
reduced? or impairment?
A
*Yes or Unassessable Yes
(D] [H]
: i **|s there any objective
What is the probability that High or evidence supportive of No
the event was due to an » >
underlying disease ? Unsure the causal ADR
’ mechanism?
Low Yes No
y Y
[E] 1] (9]
o Is there a past history of Has the event previously
No No
Wei(t:l;zrltleegozgwe » the same event with this - been reported with this
g€ drug in this patient? drug?
Yes Yes
(R]
Definite Probable

Apply the Liverpool ADR assessment tool to construct the decision paths and determine the likelyhood of ADR associated
with thedrugs. Decision path isa sequence of tag letters (at the upper left corner of each question box) which representsan
unbroken chain of path from box A to one of the final assessment results.

Decision Path Result
owgr| | | LT ] || O Unlikdy O Possble O Probable O Definite
owg2| | | L 1| || O Unlikdly O Possble O Probable O Definite
Drugd3 | [T [ [ [ [ [ ] ][] O Unlikdy O Possible O Probable O Definite

| (DR1-15-AdjudicationRpt.v2_101-140613 Page 2 of 4 I



Genomics of Drug Induced Renal Injury (DIRI): Adjudication Report

| 0094287426

DR1-CRF 15 |

Patient 1D:

Form |ID:

5. Event attributableto drug and if so what level of certainty (use Naranjo scoresand Liverpool assessment tool in #4):

Assessment Drug 1 Drug 2 Drug 3 Underlying and
Concomitant
Risk Factors
Likely Cause to ADR O Unlikely O Unlikely O Unlikely O Unlikely
O Possible O Possible O Possible O Possible
O Probable O Probable O Probable O Probable
O Déefinite O Déefinite O Déefinite O Déefinite

Percent Contribution (add to 100%)

Type of Event

A: Drug Toxicity © Drug Toxicity

O Hypersensitivity

O Drug Toxicity
O Hypersensitivity

O Drug Toxicity
O Hypersensitivity

B: Hyper sensitivity

6. Relative contribution of various categories of risk factors (reported in CRFO05) in relation to drug exposure:

Per cent contribution of individual risk
factor category to overall risk (total
among risk factors should be 100%)

Risk Factors

a. Proceduresrequiring intravascular contrast agents

b. Nephrotoxic agents

c. Surgical proceduresrequiring general anethesia

d. MAP < 65 mmHg for more than 60 minutesif monitored, or SBP <90
mmHg if not monitored

e. Additional risk factorsfor AKI (intravascular fluid loss, increased vascular
capacity,cardiac failure, liver diseases, ECF losses, other procedures)

f. RBC transfusion

g. Hyperglycemia

Total =

Page 3 of 4 I
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I— 9261287421 Genomics of Drug Induced Renal Injury (DIRI): Adjudication Report —l

Patient ID: Form ID:
ori-crF1s | [ [ | | | | HEEEEREEEEE

Adjudication Result:
7. DIRI confirmed? OYes O No O NeadMorelnformation
If No, why?

If Need More Information, pleaselist below:

| (DR1-15-AdjudicationRpt.v2_101-140613 Page 4 of 4 I
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