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A Changes in Total Kidney Volume over Time
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Preimplantation Genetic Diagnosis Counseling in

Autosomal Dominant Polycystic Kidney Disease

Erin L. Murphy, Madeline L. Droher, Miriam S. DiMaio, and Neera K. Dahl

Autosomal dominant polycystic kidney disease (ADPKD) is one of the most common hereditary forms
of chronic kidney disease. Mutations within PKD1 or PKD2 lead to innumerable fluid-filled cysts in the
kidneys and in some instances, end-stage renal disease (ESRD). Affected individuals have a 50%
chance of passing the mutation to each of their offspring. Assisted reproductive technology using
preimplantation genetic diagnosis (PGD) allows these individuals to reduce this risk to 1% to 2%. We
assess the disease burden of 8 individuals with ADPKD who have undergone genetic testing in
preparation for PGD. Clinical features that predict high risk for progression to ESRD in patients with
ADPKD include genotype, early onset of hypertension, a urologic event before age 35 years, and a
large height-adjusted total kidney volume. Patients may have a family history of intracranial aneurysms
or complications involving hepatic cysts, which may further influence the decision to pursue PGD. We
also explore the cost, risks, and benefits of using PGD. All patients with ADPKD of childbearing
potential, regardless of risk for progression to ESRD or risk for a significant disease burden, will likely
benefit from genetic counseling.
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LETTER TO THE EDITOR

Preimplantation Genetic Diagnosis of

Autosomal Dominant Polycystic Kidney

Disease Applied in China

To the Editor:
Murphy et al1 state that patients with autosomal

dominant polycystic kidney disease (ADPKD) of child-
bearing potential could benefit from preimplantation
genetic diagnosis (PGD) counseling. This benefit may
extend to patients with ADPKD outside North America;
however, current circumstances in other countries such
as China make it challenging or impossible to obtain.
Although ADPKD affects about 1.5 million people in
China,2 financial barriers prohibit access to PGD and
counseling despite patients’ desire for it. In our hospital,
of the 102 patients with ADPKD, 91% favor the possi-
bility of PGD, but it is not reimbursed by Chinese na-
tional health care and most patients cannot afford it. In
China, the cost for in vitro fertilization is approximately
US $2,380 to $6,350 (U15,000-U40,000) per cycle,
with an additional $3,175 to $6,350 (U20,000-
U40,000) for PGD.3

In agreement with Murphy et al, we believe that the
availability of PGD and genetic counseling is important.
The process for pregnancy involving PGD in China in-
cludes mutation identification, in vitro fertilization, and
PGD. If the pregnancy is successful, further follow-up
occurs at 18 weeks’ gestation and live birth genetic
screening is performed. Mutation identification involves
next-generation sequencing and long-range polymerase
chain reaction amplification to identify potential PKD mu-
tants. Next, we use multiple annealing and looping-based
amplification cycles (MALBAC,4 a whole-genome ampli-
fication method) to screen embryo cells. We have suc-
cessfully distinguished mutated alleles from pseudogenes
and have obtained mutation-free embryos for implanta-
tion.5 To date, our processes have resulted in 3 healthy live

birth babies free of ADPKD for 3 ADPKD-affected couples.
Greater efforts are urgently needed to decrease ADPKD
inheritance in China.

Chenchen Zhou, MD, Changlin Mei, MD, PhD
Cheng Xue, MD
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Leuko +/Nitrit-
Kulturen erwägen

Nitrit und Leuko -
Kultur/Konsil erwägen

Nitrit +/Nitrit 
und Leuko +

Anamnese

Harnwegsinfekt annehmen, Behandlung anbieten

Klinik nicht eindeutig
Neuaufgetretener oder 

veränderter Ausfluss

Gynäkologische Erkrankung
bedenken

Typische Klinik
Keine komplizierenden Faktoren

Beschwerden bekannt

Optionen:
Urinmikroskopie/Urinkultur, abwartendes 
Offenhalten/symptomatische Behandlung

Teststreifen



Therapie 
 bei unkomplizierter HWI (Erwachsene)

 Ggf. symptomatische Therapie z. B Ibuprofen 400 mg
 Ggf. Antibiotische Behandlung A anbieten, z. B: Trimethoprim 2 x 100-200 mg für 3 Tage 

  Pivmecillinam 2-3 x 400 mg 3 Tage   Nitrofurantoin ret 2 x 100 mg für (3)- 5 Tage 
  Nitroxolin 3 x 250 mg 5 Tage Fosfomycin 1 x 3000 mg 
 bei rezidivierender unkompl. HWI (Erwachsene)

 Innerhalb von 14 Tagen (Option abhängig von den Beschwerden)
Wechsel auf ein anderes Erstwahlantibiotikum B
Anlegen einer Urinkultur und danach gezielter Antibiotikumwechsel B
Wechsel auf ein Reserveantibiotikum B

 Neuinfektion (> 14 T.) wie Erstinfektion behandeln, ggf. Wechsel auf anderes Erstwahlantibiotikum
 bei > 2 infekten/Jahr

 Überprüfen der Diagnose  Urinkultur  Ggf. gyn. Untersuchung
 Ggf Langzeitprophylaxe anbieten   Ggf Postkoitale Prophylaxe TMP 1 x 100 mg
 Stand-by Medikation anbieten  Ggf. weitere Optionen (s. Langfassung)  Alle B



Therapie bei komplizierten Harnwegsinfektionen
 Schwangere

  ABU (Asymptomatische Bakteriurie) ggf. Screening Behandlung nach Kulturergebnis A
  HWI: Behandlung nach Kultur, z. B. Fosfomycin,Pivmecillinam, Cephalosporine (Gruppe 2/3).   
  KEINE Chinolone!, Therapiedauer: 5-7 Tage, Therapieerfolg kontrollieren.

 Männer
 Kultur anlegen, Pivmecillinam o. Nitrofurantoin (s. Langfassung), Sono bei V.a Obstruktion B, keine   
 routinemäßige urologische Diagnostik B

 Patienten mit Urinkatheter
 Keine Behandlung einer ABU, Antibiotika nur bei hoher klinischer Wahrscheinlichkeit für das Vorliegen   
 eines HWI Diagnostische Kriterien s. Langfassung, Behandlung 7 T. TMP 2 x 100-200 oder Nitrofuran-  
 toin 2 x 100, Kultur aus neuem Katheter abnehmen

 Kinder
 Rasche Abklärung bei fieberhaftem HWI (>38.5°), Urinkultur anlegen, Sonographie z. Ausschluß Obstruk-
 tion, Nierenparernchymveränderung, Keine routinemäßige Abklärung auf VUR. TMP/Nitrofurantoin 5-7T. 

 Pyelonephritis (Erwachsene)
 Anlegen einer Kultur, Sonographie, z. B: Ciprofloxacin 2 x 500-750 mg für 7 T., Cefpodoxim 2 x 200 mg  
 10d A, bei Schwangeren, Kindern ggf. Einweisung, sonst meist ambulante Behandlung möglich







Effect of 5-Day Nitrofurantoin vs Single-Dose Fosfomycin
on Clinical Resolution of Uncomplicated Lower Urinary Tract
Infection inWomen
A Randomized Clinical Trial
Angela Huttner, MD; Anna Kowalczyk, MS; Adi Turjeman, MSc; Tanya Babich, MSc; Caroline Brossier, RN; Noa Eliakim-Raz, MD;
Katarzyna Kosiek, MD, PhD; BegoñaMartinez de Tejada, MD, PhD; Xavier Roux, MD; Shachaf Shiber, MD; Ursula Theuretzbacher, PhD;
Elodie von Dach, PhD; Dafna Yahav, MD; Leonard Leibovici, MD; Maciek Godycki-Ćwirko, MD, PhD; JohanW. Mouton, MD, PhD; Stephan Harbarth, MD

JAMA | Original Investigation

Nitrofurantoin vs Fosfomycin
Rendering a Verdict in a Trial of Acute Uncomplicated Cystitis
Rupak Datta, MD, PhD; Manisha Juthani-Mehta, MD

EDITORIAL



CONCLUSIONS AND RELEVANCE Amongwomenwith uncomplicated UTI, 5-day nitrofurantoin,
compared with single-dose fosfomycin, resulted in a significantly greater likelihood of clinical
andmicrobiologic resolution at 28 days after therapy completion.

163 (63%), respectively (difference, 11% [95% CI, 1%-20%]; P = .04). Adverse events were
few and primarily gastrointestinal; the most commonwere nausea and diarrhea (7/248 [3%]
and 3/248 [1%] in the nitrofurantoin group vs 5/247 [2%] and 5/247 [1%] in the fosfomycin
group, respectively).





Drug Information Rounds

Request

What is the evidence supporting the con-
traindication of nitrofurantoin in patients
with a creatinine clearance (CrCl) less
than 60 mL/min?

Nitrofurantoin Contraindication in Patients with a Creatinine

Clearance Below 60 mL/min: Looking for the Evidence

Mandy Oplinger, Carlota O Andrews

OBJECTIVE: To investigate the evidence leading to nitrofurantoin contraindication
in patients with a creatinine clearance (CrCl) below 60 mL/min.

DATA SOURCES: Literature was searched in PubMed (1965-June 2012) by using the
key words and MeSH terms urinary tract infections-drug therapy, chronic kidney
insufficiency, kidney diseases, pharmacokinetics, safety, and efficacy, combined with

CONCLUSIONS: Data supporting the contraindication of nitrofurantoin for patients
with a CrCl less than 60 mL/min are nonexistent. Well-designed clinical trials with
urinary concentration information and clinical end points on patients with various
degrees of renal impairment are much needed. Until such a study becomes
available, the limited data available would support considering using this drug in
patients with a CrCl of 40 mL/min or higher. 

Ann Pharmacother 2013;47:106-11.

Published Online, 22 Jan 2013, theannals.com, doi: 10.1345/aph.1R352















Effect of Increased DailyWater Intake in Premenopausal
WomenWith Recurrent Urinary Tract Infections
A Randomized Clinical Trial
ThomasM. Hooton, MD; Mariacristina Vecchio, PharmD; Alison Iroz, PhD; Ivan Tack, MD, PhD;
Quentin Dornic, MSc; Isabelle Seksek, PhD; Yair Lotan, MD

IMPORTANCE Increased hydration is often recommended as a preventive measure for women
with recurrent cystitis, but supportive data are sparse.

OBJECTIVE To assess the efficacy of increased daily water intake on the frequency of
recurrent cystitis in premenopausal women.

Editor's Note page 1515

Supplemental content

Research

JAMA InternalMedicine | Original Investigation

Findings In this randomized clinical trial of 140 premenopausal
women experiencing recurrent cystitis who report drinking less
than 1.5 L of total fluid daily, cystitis episodes were significantly
less frequent in womenwho drankmore water for 12 months
compared with womenwhomaintained their usual fluid intake.

CONCLUSIONS AND RELEVANCE Increasedwater intake is an effective antimicrobial-sparing
strategy to prevent recurrent cystitis in premenopausal women at high risk for recurrence
who drink low volumes of fluid daily.
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