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RIVUR Inclusion and Exclusion Criteria

Inclusion - child must meet ALL

Age: 2 months to less than 6 years (72
months) at randomization

First or second urinary tract infection with
> 38°C fever OR symptoms related to
urinary tract documented within + 24 hours
of urinary tract infection work-up
(symptoms include dysuria, urgency,
frequency, abdominal pain, foul-smelling
urine, and in infants, dehydration,
hypothermia, and failure to thrive)

Index urinary tract infection diagnosis
occurred within 112 days of randomization

Pyuria on urine analysis shown in 1 of 3
ways:

* >10 WBC/mm3 OR

* 25WBC/HPF OR

* Leukocyte esterase = trace on dipstick

Culture proven infection with single
primary organism:
* 250,000 CFU/mL (catheter or

aspirated) OR

* 2100,000 CFU/mL (clean void)

Index urinary tract infection treated for 7+
days with effective drug OR test of cure
(negative urine culture) post treatment

Presence of grade I-1V vesicoureteral reflux
in at least one ureter based on radiographic
voiding cystourethrogram performed
within 112 days after diagnosis of index
urinary tract infection

Exclusion - if child meets one or more

® Ifchild < 6 months old, gestational age <34
weeks

® Index urinary tract infection diagnosis more
than 112 days prior to randomization

® Vesicoureteral reflux diagnosed or treated
between 1stand 2n urinary tract infection

® History of more than two urinary tract
infections prior to randomization

® Index urinary tract infection not successfully
treated

® (Greater than two organisms present on
index urinary tract infection urine culture

® Second organism present at >10,000
CFU/mL

® (Consent not obtained OR inability to
complete protocol

® Allergy to trimethoprim-sulfamethoxazole

® (Grade Vvesicoureteral reflux in either

ureter

® (Co-morbid urologic anomalies:
hydronephrosis, ureterocele, urethral valve,
solitary or profoundly small kidney,
multicystic dysplastic kidney, neurogenic
bladder pelvic kidney or fused kidney.

® History of other renal injury/disease

® Any bladder or renal surgeries

® (Congenital or acquired immunodeficiency

[ ]

Underlying anomalies or chronic diseases
that could potentially interfere with
response to therapy such as gastrointestinal
conditions (malabsorption, inflammatory
bowel disease), liver/kidney failure or
malignancy

Complex cardiac disease

Family history of anaphylactic reaction to
sulfa
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Scoring for Bladder and Bowel Dysfunction

‘Randomized Intervention for
Children with Vesicoureteral Reflux

. FORM CODE: DVQ Contact
ID NUMBER: VERSION: A 9/16/06  Occasion SEQ#
Participant Name:
A. Child Response with Parent Help:
Almost Less than About %2 Almost Not

During the past month: never Y the time  the time every time  applicable
1. Whenlpeedithurt. ... A B C D N
2. |tried to hold only my pee by crossing my

legs, squatting, or doing a pee dance. ................ A B C D N
3. When | had to pee, | could not wait..................... A B C D N
4. lhadtopushtopee.....coooooiiiiiiiiiiiiiiiiieeeeeee. A B C D N
5. 1 went to the bathroom to pee only once or

twice per day. .......ccccciiiiiii A B C D N
6. | wet my underwear with pee during the day....... A B C D N
7. When | wet myself with pee, my underwear

was soaked. ... A B C D N
8. | had to push for my bowel movements to

FoTo] 1413 01 U | S A B C D N
9. lusually did not have a bowel movement

EVEIY daAY....oiiiiiiiiieeeie e A B C D N

B. Parent/Guardian Response:

10. During the past month, has your child experienced any stressful events,
such as: a new baby, a new school, home problems (divorce/death), a new
home, abuse (sexual/physical), school problems, or serious
ACCIAENTIINJUIY? ..t e e e e et e e e e nnnbe e e e e e nneeas Y N

C. Calculation of Bladder and Bowel Dysfunction Score':

The score is the sum of items 1 through 9 where an A = 0 points, B = 1 point, C = 2 points and D = 3 points.
Additionally, if Y is selected for Item 10, 3 points are added to the score.

Score = Number of B responses (ltem1-9)
+ 2 X Number of C responses (ltem1-9)
+ 3 X Number of D responses (ltem1-9)
+ 3 (If item 10=Y)

For items 1-10, if 3 or more items are blank or have the value of “N” (Not applicable) then the score is equal
to missing.



Figure S1. Time to First Recurrent Febrile or Symptomatic Urinary Tract Infection for
Children Less Than 2 Years of Age with a First Febrile Urinary Tract Infection by
Treatment Group
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TMP-SMZ 185 162 151 148 76
Placebo 189 158 148 137 62

pisUTI=febrile symptomatic urinary tract infection; TMP-SMZ=trimethoprim-
sulfamethoxazole ; No.=number

Subgroup analysis of children less than 2 years of age and enrolled following their first febrile
urinary tract infection. Kaplan-Meier estimated cumulative percent of children experiencing a
recurrent febrile or symptomatic urinary tract infection for those assigned to trimethoprim-
sulfamethoxazole prophylaxis (solid line) and those assigned to placebo (dotted line), with 95%
confidence intervals (vertical capped lines) for the corresponding point estimates at 6, 12, 18 and
24 months. Numbers of children at risk at the beginning of indicated time periods are provided.
Treatment group comparisons, P-value = 0.015. P-values are based on log-rank test stratified by
core site.



Figure S2. Time to First Recurrent Febrile or Symptomatic Urinary Tract Infection for
Children Less Than 2 Years of Age with a First Febrile Urinary Tract Infection by
Treatment Group and Severity of Vesicoureteral Reflux
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0.0 0.5 1.0 1.5 2.0
Time since randomization (Year)

No. at Risk
TMP-SMZ, VURIII-FIV 93 79 73 71 36
Placebo, VUR III-IV 91 73 68 62 26
TMP-SMZ, VUR |1l 91 82 78 77 40
Placebo, VUR I-1I 94 81 77 72 34

psUTI=febrile symptomatic urinary tract infection; TMP-SMZ=trimethoprim-sulfamethoxazole;
VUR=vesicoureteral reflux; No.=number

Subgroup analysis of children less than 2 years of age and enrolled following their first
febrile urinary tract infection. Kaplan-Meier estimated cumulative percent of children
experiencing a recurrent febrile or symptomatic urinary tract infection for those assigned
to trimethoprim-sulfamethoxazole prophylaxis (solid line) and those assigned to placebo
(dotted line) by non-dilating-vesicoureteral reflux grades I and II-(black), and dilating-
vesicoureteral reflux grades III and IV-(red) vesicoureteral reflux. Numbers of children at
risk at the beginning of indicated time periods are provided. Treatment group
comparisons for low grade of VUR (Grade I-II), P-value = 0.019. Treatment group comparisons
for high grades of VUR (Grade III-IV), P-value = 0.170. P-values are based on log-rank test
stratified by core site.
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Table S1. Distribution and Characteristics of all Recurrent Febrile or Symptomatic Urinary Tract Infections

All Recurrent Febrile or Symptomatic
Urinary Tract Infection

Trimethoprim-
Sulfamethoxazole Placebo
N (%) N (%)
Number of febrile or symptomatic urinary tract 60 111
infection
Number of febrile or symptomatic urinary tract
infections per child
0 263 (87) 233 (76)
1 25 (8) 44 (14)
2 903) 20(7)
3 3 (1) 52)
4 2(1) 3
Type of urinary tract infection
Febrile 21 (35) 23 (21)
Symptomatic 18 (30) 37 (33)
Both 21 (35) 51 (46)
Infecting organism
Escherichia coli 48 (80) 89 (80)
Klebsiella 4(7) 6 (5)
Enterococcus 309 7 (6)
Proteus 0() 44
Enterobacter 2(3) 1(1)
Citrobacter 1(2) I(1)
Staphylococcus-coagulase negative 0(-) 2(2)
Aerobic gram negative enterobacteriaceae 1(2) 0(-)
Morganella 1(2) 0(-)
Other 0() 1(1)

Hospitalization or emergency room visit in
conjunction with febrile or symptomatic urinary 19 (32) 39 (35)
tract infection
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Table S2. Multivariable Models for First Recurrent Febrile or Symptomatic Urinary Tract Infection

Model 1 Model 2
Hazard ratio (95% Hazard ratio (95%
confidence interval) confidence interval)
Treatment group (Trimethoprim-sulfamethoxazole vs Placebo) 0.49 (0.33-0.73) 0.44 (0.29-0.66)
Highest grade of baseline vesicoureteral reflux (III-IV vs I-1T) 1.90 (1.29-2.79) 1.64 (1.10-2.44)
History of index urinary tract infection (Second vs First) 1.78 (1.03-3.10) 1.95 (1.12-3.41)
Age (6 month increments) 1.07 (1.00-1.13) Not included

Baseline renal scarring (Scarring vs None) Not included 3.07 (1.50-6.25)
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Table S3. Distribution of Adverse Events

Number of Participants with Number of Adverse
Adverse Events Reported® Events Reported®
Adverse Event Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo

N (%) N (%) N N
Any Adverse Event 153 (50.7) (541.615) 414 494
Abscess 0(-) 1(0.3) 0 1
Abscess Periodontal 0(-) 1(0.3) 0 1
Allergy Reaction 0(-) 2(0.7) 0 2
Anomaly Congenital Urogenital 1(0.3) 1(0.3) 1 1
Application Site Reaction 2 (0.7) 0(-) 2 0
Arthralgia 1(0.3) 0 (-) 1 0
Asthenia 1(0.3) 0 (-) 2 0
Asthma 0(-) 7(2.3) 0 11
Bone Fracture Spontaneous 4(1.3) 0 (-) 5 0
Breast Enlarge 1(0.3) 0 (-) 1 0
Bronchiolitis 4(1.3) 2(0.7) 6 4
Bronchitis 1(0.3) 1(0.3) 1 1
Cellulitis 2(0.7) 3(1.0) 2 3
Chills Fever 0(-) 1(0.3) 0 1
Clubfoot 1(0.3) 0 (-) 1 0
Colitis 0(-) 1(0.3) 0 1
Conjunctivitis 3(1.0) 1(0.3) 4 1
Constipation 6 (2.0) 7(2.3) 7 8
Convulsions 5(1.7) 4(1.3) 7 4
Cough Increased 2 (0.7) 2(0.7) 2 2
Cyanosis 1(0.3) 0 (-) 1 0
Cystitis 0(-) 2(0.7) 0 3
Dehydration 4(1.3) 6 (2.0) 4 6
Dermatitis Contact 2 (0.7) 0 () 2 0
Dermatitis Fungal 6 (2.0) 9 (3.0) 8 15
Diarrhea 11 (3.6) 19 (6.2) 14 27
Dyspepsia 1(0.3) 1(0.3) 1 1
Dysphagia 0(-) 1(0.3) 0 1
Dyspnea 4(1.3) 2(0.7) 4 2
Dysuria 4(1.3) 7(2.3) 4 8
Ear Disorder 0(-) 1(0.3) 0 1
Ecchymosis 1(0.3) 1(0.3) 2 1
Eczema 1(0.3) 1(0.3) 1 1
Enteritis 1(0.3) 0 () 1 0
Erythema Multiforme 0(-) 1(0.3) 0 2

(continued)

T More than one adverse event type may be reported for some participants.

¥ More than one adverse event may be listed for some participants, and some participants may have more than one event within
an event type.



13

Table S3. Distribution of Adverse Events

Number of Participants with Number of Adverse
Adverse Events Reported® Events Reported®
Adverse Event Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo

N (%) N (%) N N
Eye Disorder 0(-) 2(0.7) 0 2
Fever 43 (14.2) 55 (18.0) 58 80
Flu Syndrome 0(-) 4(1.3) 0 5
Furunculosis 1(0.3) 0 (-) 1 0
Gastritis 2(0.7) 0 (-) 2 0
Gastroenteritis 5(1.7) 5(1.6) 5 5
Gastrointestinal Disorder 3(1.0) 0 (-) 4 0
Headache 2 (0.7) 4(1.3) 2 4
Hemorrhage Gastrointestinal 1(0.3) 0 (-) 1 0
Hyperglycemia 0(-) 1(0.3) 0 1
Hypertension 1(0.3) 0(-) 1 0
Hypoglycemia 1(0.3) 0(-) 1 0
Ileus 1(0.3) 0() 1 0
Incontinence Urine 0(-) 1(0.3) 0 2
Infection 0(-) 1(0.3) 0 1
Infection Bacterial 1(0.3) 0 () 1 0
Injury Accidental 4(1.3) 7(2.3) 4 8
Insomnia 2 (0.7) 2(0.7) 2 2
Kidney Tubular Disorder 1(0.3) 2(0.7) 1 2
Laryngitis 12 (4.0) 4(1.3) 16 7
Leukopenia 3(1.0) 0 () 3 0
Leukorrhea 1(0.3) 0 () 1 0
Lymphadenopathy 0(-) 1(0.3) 0 3
Monilia Vagina 1(0.3) 2(0.7) 2 2
Nail Disorder 2 (0.7) 0 (-) 2 0
Neoplasm Skin 0(-) 1(0.3) 0 1
Nervousness 2 (0.7) 0 (-) 3 0
Oliguria 1(0.3) 1(0.3) 1 1
Oral Moniliasis 3(1.0) 3(1.0) 3 3
Otitis Externa 1(0.3) 0 (-) 1 0
Otitis Media 13 (4.3) 24 (7.9) 18 33
Overdose 1(0.3) 1(0.3) 1 1
Pain 1(0.3) 1(0.3) 1 1
Pain Abdominal 6 (2.0) 2(0.7) 7 2
Pain Back 0(-) 1(0.3) 0 1
Pain Ear 3(1.0) 1(0.3) 3 1

(continued)

T More than one adverse event type may be reported for some participants.

¥ More than one adverse event may be listed for some participants, and some participants may have more than one event within
an event type.
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Table S3. Distribution of Adverse Events

Number of Participants with Number of Adverse
Adverse Events Reported® Events Reported®
Adverse Event Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo

N (%) N (%) N N
Penis Disorder 0(-) 1(0.3) 0 1
Personality Disorder 1(0.3) 0 (-) 1 0
Pharyngitis 19 (6.3) 14 (4.6) 25 20
Photosensitivity 1(0.3) 2(0.7) 1 2
Pneumonia 1(0.3) 7(2.3) 1 8
Pyelonephritis 6 (2.0) 11 (3.6) 10 13
Rash 23 (7.6) 23 (7.5) 30 26
Rash Maculo-Papular 3(1.0) 4(1.3) 3 6
Rash Pustular 1(0.3) 1(0.3) 1 1
Reaction Aggravation 1(0.3) 0 (-) 1 0
Respiratory Disorder 1(0.3) 1(0.3) 1 1
Rhinitis 0(-) 1(0.3) 0 1
Serum Glutamic-Oxaloacetic Transaminase Increase 0(-) 1(0.3) 0 1
Serum Glutamic-Pyruvic Transaminase Increase 0(-) 1(0.3) 0 2
Screaming Syndrome 0(-) 1(0.3) 0 1
Sinusitis 3(1.0) 2(0.7) 3 5
Skin Discolor 0(-) 1(0.3) 0 1
Skin Moniliasis 1(0.3) 3(1.0) 1 4
Sputum Increased 1(0.3) 0 () 1 0
Stomatitis 1(0.3) 0 () 1 0
Stomatitis Ulcer 1(0.3) 0 () 2 0
Stridor 0(-) 1(0.3) 0 1
Thrombocytopenia 1(0.3) 0 () 2 0
Tooth Caries 0(-) 1(0.3) 0 1
Tooth Discoloration 0(-) 1(0.3) 0 1
Urgency of Urination 0(-) 1(0.3) 0 1
Urinary Tract Disorder 1(0.3) 1(0.3) 1 1
Urinary Tract Infection 16 (5.3) 27 (8.9) 24 38
Urine Abnormal 1(0.3) 0 (-)
Urticaria 4(1.3) 4(1.3) 4
Vaginitis 8 (2.6) 3(1.0)
Vasodilation 1(0.3) 0 (-) 1
Viral Infection 14 (4.6) 16 (5.2) 14 20
Vomiting 10 (3.3) 9(3.0) 10 11
Vulvovaginal Disorder 1(0.3) 0 () 1 0
Vulvovaginitis 3(1.0) 4(1.3) 3 4

(continued)

T More than one adverse event type may be reported for some participants.

¥ More than one adverse event may be listed for some participants, and some participants may have more than one event within
an event type.
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Table S3. Distribution of Adverse Events

Number of Participants with Number of Adverse
Adverse Events Reported® Events Reported®
Adverse Event Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo
N (%) N (%) N N
Other
Abcess Bacterial 0(-) 1(0.3) 0 1
Abrasion 1(0.3) 0 (-) 1 0
Accidental Ingestion 0(-) 1(0.3) 0 1
Acute Upper Respiratory Infection 0(-) 1(0.3) 0 1
Atopic Dermatitis 1(0.3) 0 (-) 1 0
Candida 0(-) 1(0.3) 0 1
Choking Sensation 1(0.3) 0 (-) 1 0
Concussion 0(-) 1(0.3) 0 1
Cystoscopy Of Bilateral Ureteral Reimplantation 1(0.3) 0 (-) 1 0
Cystoscopy With Deflux Injection 0(-) 1(0.3) 0 1
Diaper Rash 0(-) 3(1.0) 0 3
Dog Bite 1(0.3) 0 () 1 0
Erythema Migrans 0(-) 1(0.3) 0 1
Evaluation to Rule Out Fracture 1(0.3) 0 (-) 1 0
Facial Flushing 0(-) 1(0.3) 0 1
Febrile Seizure 1(0.3) 0 () 2 0
Fifths Disease 0(-) 1(0.3) 0 1
Foot Injury 0(-) 1(0.3) 0 1
Foreign Body In Ear 1(0.3) 1(0.3) 1 1
Foreign Body In Esophagus 0(-) 1(0.3) 0 1
Foreign Body Sutured In Laceration 0(-) 1(0.3) 0 1
Head Injury 1(0.3) 1(0.3) 1 1
Ingestion of Foreign Body 1(0.3) 0 () 1 0
Laceration 1(0.3) 2(0.7) 1 2
Limping 1(0.3) 0 (-) 1 0
Lip Laceration 0(-) 1(0.3) 0 1
Lyme Disease 1(0.3) 0 (-) 1 0
Monilia Skin 1(0.3) 1(0.3) 1 1
Mouth Laceration 1(0.3) 0 (-) 1 0
Other 1(0.3) 0@ 2 0
Papular Acrodermatitis 1(0.3) 0 (-) 1 0
Phimosis/Circumcision 0(-) 1(0.3) 0 1
Positive Blood Culture 1(0.3) 0 () 1 0
Pulled Quadricep 1(0.3) 0 () 1 0
(continued)

T More than one adverse event type may be reported for some participants.

¥ More than one adverse event may be listed for some participants, and some participants may have more than one event within
an event type.
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Table S3. Distribution of Adverse Events

Number of Participants Number of Adverse
Adverse Events Reported? Events Reported!
Adverse Event Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo

N (%) N (%) N N
Reactive Airway Disease 0(-) 1(0.3) 0 1
Removal of Staples 1(0.3) 0 () 1 0
Scalp Laceration 1(0.3) 0 () 1 0
Undescended Testis 0(-) 1(0.3) 0 1
Upper Respiratory Infection 1(0.3) 0 () 1 0
Ureteral Reimplantation 2(0.7) 5(1.6) 6 8
Urinary Reflux 0(-) 2(0.7) 0 2
Vesicoureteral Reflux 0(-) 2(0.7) 0 3
Viral 1(0.3) 0 () 1 0
Viral Gastroenteritis 0(-) 1(0.3) 0 1
Yeast Infection 1(0.3) 1(0.3) 1 1

T More than one adverse event type may be reported for some participants.

¥ More than one adverse event may be listed for some participants, and some participants may have more than one event within
an event type.



Table S4. Distribution of Discharge Summaries from Hospitalization or Emergency Room Visits
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Number of Participants with

Indicated Hospitalization
or Emergency Room Visits

Number of Indicated
Hospitalization or
Emergency Room Visits

Reported
Discharge Distributions’ Trimethoprim- Trimethoprim-
Sulfamethoxazole Placebo Sulfamethoxazole Placebo
N (%) N (%) N N

Number of Hospitalizations or Emergency Room Visits 124 (41.1) 148 (48.5) 276 351
Infectious and Parasitic Diseases (001-139) 39 (12.9) 42 (13.8) 49 56
Neoplasms (140-239) 0() 0(-) 0 0
Endocrine Nutritional and Metabolic Diseases and

Immunity Disorders (240-279) 14 (4.6) 10 (3.3) 16 10
Diseases of Blood and Blood-forming Organs (280-289) 3 (1.0) 2 (0.7)
Mental Disorders (290-319) 0() 0(-) 0 0
Diseases of the Nervous System and Sense Organs

(320-389) 16 (5.3) 34 (11.1) 19 39
Diseases of the Circulatory System (390-459) 0(-) 0(-) 0 0
Diseases of the Respiratory System (460-519) 41 (13.6) 45 (14.8) 63 79
Diseases of the Digestive System (520-579) 18 (6.0) 15 (4.9) 23 16
Diseases of the Genitourinary System (580-629) 39 (12.9) 61 (20.0) 70 120
Diseases of the Skin and Subcutaneous Tissue (280-709) 10 (3.3) 11 (3.6) 11 15
Diseases of the Musculoskeletal System and Connective

Tissue (710-739) 2(0.7) 2 (0.7) 3 4
Congenital Anomalies (740-759) 7(2.3) 1(0.3) 7 3
Certain Conditions Originating in the Prenatal Period

(760-779) 0(-) 0(-) 0 0
Symptoms Signs and Ill-defined Conditions (780-799) 71 (23.5) 97 (31.8) 124 167
Injury and Poisoning (800-999) 20 (6.6) 19 (6.2) 26 24
Supplemental Classification (V01-V89, E800-E999) 13 (4.3) 13 (4.3) 14 14

"More than one diagnosis may have been listed for some participants, and some participants may have more than one hospitalization or

emergency room visit.
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