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Abstract: 
Background: hyperbilirubinemia develop in all newborns and resolves within the first several 

weeks after birth. Clofibrate is planned for management of indirect hyperbilirubinemia Aim: 

to evaluate Benefit of Clofibrate on indirect hyperbilirubinemia in newborn. Patients and 

Methods: this is a case- control study of 100 neonates on clofibrate and 100 neonates control 

groups, both with jaundice enrolled in fifty sex months from June 2008- March 2013 in the 

Tikrit hospital and personal doctor's office ,Clofibrate group received clofibrate 

100mg/kg.Evaluation of TSB reduction at different intervals regarding admission day,after 

12-hr, 24-hr and4-day compare with control Results:The12-hr,24-hr,4-days reduction in  TSB 

of clofibrate group were higher19.74±1.72mg/dl , 15.49±1.16mg/dl, 10.4±1.7mg/dL than in 

control  group 17.11 ± 2.02 mg/dL, 16.09± 1.96mg/dL, 13.6±1.52mg/dL respectively with 

overall significant (P = .031944) The diminished need for phototherapy (P = 0.0198) and 

hospitalization time (P = 0.025) in clofibrate group were significantly important compare with 

control group Conclusion: Clofibrate (100mg)  solitary dose used in neonates safely because 

decreasing bilirubin additionally reduce phototherapy , hospitalization time in neonates 

appeared  within 24 hr and full action of clofibrate appeared between 24hr up to 96 hr. 
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 :لخلاصةا
خلفية: فرط بيليروبين الدم يتطور في جميع الأطفال حديثي الولادة و يحل في غضون الأسابيع القليلة الأولى بعد الولادة. 

المقرر كلوفيبرات لمعالجة فرط بيليروبين الدم غير المباشرة. الهدف: لتقييم فوائد كلوفيبرات على فرط بيليروبين الدم ومن 

)  من الاطفال حديثي الولادة من 100التحكم ل ) -غير المباشرة في حديثي الولادة. المرضى وطرق:  هذه دراسة الحالة  

ل حديثي الولادة من مجموعة التحكم ، كلاهما  به اليرقان كان التسجيل في ستة )  من الاطفا100مجموعة الكلوفيبرات و)

مستشفى تكريت ومكتب الطبيب الشخصي ، مجموعة كلوفيبرات تلقت  2013إلى مارس  2008وخمسين  شهر من يونيو 

ساعة،  12يوم القبول، بعد ملغم/كلغ. وقد أجري تقييم تخفيض البيلروبين على فترات مختلفة فيما يتعلق  100من كلوفيبرات

أيام كان هناك انخفاض في البيلروبين عن  4ساعة،  24ساعة،  12أيام مقارنة مع السيطرة النتائج:  لل  4ساعة و  24

ملغم/ديسيلتر،من في 1.7±10.4ملغم/ديسيلتر،  1.16±15.49ملغم/ديسيلتر ،  1.72±19.74مجموعة كلوفيبرات أعلى 

ملغم/ديسيلترعلى التوالي مع 1.52±13.6ملغم/ديسيلتر،1.96± 16.09ملغم/ديسيلتر،  2.02±  17.11المجموعة الضابطة 

= الوقت للاستشفاء  P) 0.0198= تقليص الاحتياج للعلاج الضوئي وكذلك) P) 0.031944إجمالية ذات أهمية معنويا )

(0.025 (Pفي مجموعة كلوفيبرات مهمة بشكل كبير مقارنة مع مجموعة التحكم الخ  =( 100لاصة: كلوفيبراتmg )

الجرعة الانفرادي ممكن ان تستخدم في حديثي الولادة بأمان بسبب تناقص البيلروبين بالإضافة إلى تقليل العلاج بالضوء 

ساعة 96ساعة إلى 24ساعة وعمل كامل من كلوفيبرات ظهرت بين 24ووقت الاستشفاء في حديثي الولادة ستظهر خلال 

Introduction: 

hyperbilirubinemia develop in all 

newborns and resolves in the first several 

weeks after birth and can go over 10 

mg/dL in about 15% of newborns(1), 

genetic factor include 1 or extra UGT1A1 

mutations with deviation at nucleotide 211 

as a result emergent preventive strategies 

to treat and reduce  the incidence of 

bilirubin-induced neurologic dysfunction 

(2).it was alleviate by drug (clofibrate, 

mesoporphyrin),with or without 

phototherapy (3,4,).Clofibrate is indicated 

for treatment of 

hyperlipidemia(5).Clofibrate is planned for 

management of indirect 

hyperbilirubinemia since it can work either 

as enzyme inducer or by enhance luggage 

compartment ability(s) (6,7). 
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 Aim: study designed to evaluate Benefit 

of Clofibrate on indirect 

hyperbilirubinemia in newborn.  

Patients and Methods: Benefit of 

clofibrate was assessed through both 

biochemical and clinical evaluation within 

the patients and control groups. 

Biochemical assessment include evaluation 

of serum bilirubin reduction subjected at 

different intervals regarding the day of 

admission, after 12-hr, 24-hr and at 4 day 

duration. Clinical evaluation was assessed 

through both reduced requirements for 

phototherapy and hospitalization time 

regarding on less than 5 day- duration or 

more than this (8). 

 Study design and Patients selection: A 

case - control study of 100 jaundice 

neonates on clofibrate and 100 jaundice 

neonates without clofibrate therapy as 

control group who visited private clinic 

and/or Tikrit teaching hospital enrolled in 

fifty sex months from June 2008 to March 

2013, the patient selection was according 

to American Academy of Pediatrician 

criteria of neonatal jaundice (8).Clofibrate 

group receive clofibrate single 100mg/kg 

(oily capsule) to assure simply given orally 

to neonate before any medication. 

Estimation  of bilirubin and its 

frequentation  were done at admission and   

after receiving  clofibrate dose then 

sequential bilirubin estimation  after  12- 

hour  ,24 hour and 4-day to compare with 

control group until become less than 

10mg/dl , with or without  need for 

phototherapy  in both group    .  

Laboratory Procedures: the full test 

needed in jaundice is made for each group, 

about two-third of biochemical tests is 

made in two public labs {free} & other 

one- third of biochemical test be made in 

hospital. 

Statistical analysis: It is completed by 

SPSS statistics and analysis through 

mean±SD and P-value for each group 

result on decrement total serum bilirubin. 

The clinical needs for phototherapy and for 

decrement  hospitalization time in both 

group were compared by rate (study 

population percent %) and P value (9).2.  
RESULTS: 

 The study results showed the following:-

the 12-hour mean±SD total reduction in 

TSB of clofibrate group was (63%) (19.74 

± 1.72) mg/dL which is more than in 

control group (45 %) (17.11 ± 2.02) 

mg/dL(P= 0.13).The one-day mean±SD 

reduction in TSB of clofibrate group was 

(78.90%) (15.49 ± 1.16) mg/dL which is 

more than in control group (33%) (16.09± 

1.96) mg/dL (P= 0.039). On the fourth-day 

mean±SD reduction in TSB of clofibrate 

group was (93%) (10.4 ± 1.7) mg/dL 

which is more than in control group (40%) 

(13.6± 1.52) mg/dL (P = 0.031944) A 

significantly higher in reduction TSB of 

clofibrate group compare to control group 

was shown as in Table (1) & Figure (1).

Table (1): Estimation of TSB reduction in both groups (mg/dL) 

P value Patients (Clofibrate) 

(n=100) /mean±SD 

Control (n=100) 

/mean±SD 

Time of 

sampling(hr) 

0.13 19.74±1.72mg/dL 17.11 ±2.02 mg/dL 12 hr 

0.039 15.49±1.16mg/dL 16.09±1.96mg/dL 24 hr 

0.032 10.4±1.7mg/dL 13.6±1.52mg/dL 69hr (4 days) 

0.031944* 0.0404 0.0519 P value 

Data presented as mean±SD,n=number of Patients the t-value is-2.54138, p < 0.05 is  

consider significant (0.031944)*  
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figure-1-

Figure (1) Estimation of TSB reduction in 

both groups (mg/dL)(study population 

percent %) 

Phototherapy requirements within Patients 

of clofibrate group was significantly low 

(P = 0.0198) compared to the patients of 

control group (6% vs. 76%) as presented in 

Table (2) & Figure (2).

Table (2): Comparisons in both patient and control groups need for phototherapy 

Phototherapy 

application 

Control (n=100) 

Percent% 

Patients 

Clofibrate) 

(n=100) Percent% 

P value 

Yes 76 (76%) 6 (6%) 0.0198* 

No 24 (24%) 94 (94%) 0.013* 

Data presented as Percentage of Patients ((%, n=number of Patients *the t-value is -1.54138. 

p < 0.05 is consider significant (0.0198)* 

 

Figure (2) Comparison in both patient and control cluster needed for phototherapy

The  hospitalization time of less than 5- 

day duration   was significantly higher (P 

=0.025) in patients of clofibrate group 

(83%) than in control group (34%), 

Additionally , the  hospitalization time of 

more than 5- day duration was extensively 

lower (P =0.0248)  on clofibrate patients 

cluster(17%) than control cluster (66%) as 

presented  in Table (3)& Figure (3).
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Table (3): Comparisons in both patient and control groups for decrement 

hospitalization time  

Time of 

hospitalization 

Control (n=100) 

Percent% 

Patients (n=100) 

Percent% 

P value 

<5days(less than 5) 34 (34%) 83 (83%) 0.025* 

>5days(more 

than5) 

66 (66%) 17 (17%) 0.0248* 

* Data presented as Percentage of Patients ((%, n=number of Patients the t-value is -1.68. p < 

0.05 is consider significant (0.0248)*

 

Figure -3: Comparisons in both patient and control groups for decrement atet 

hospitalization time 

Discussion:  

This research is the scientific trial in Iraq 

establishes Benefit of clofibrate on indirect 

hyperbilirubinemia in newborn. The 

proposal of this study was to decline 

phototherapy, exchange transfusion & 

hospitalization time .The 12-hr, 24-hr,4-

days reduction in TSB of Clofibrate group 

were higher (63%)(19.74±1.72)mg/dL, 

(78.9%)(15.49±1.16)mg/dL,(93%)(10.4±1.

7)mg/dL than in control group(45%) 

(17.11±2.02) mg/dL (33%) (16.09± 1.96) 

mg/dL, (40%) (13.6±1.52 )mg/dL 

respectively with overall significant (P = 

.031944), This can be due to clofibrate 

effect as a tough encourage of glucuronyl 

transferase, so clofibrate raise hepatic 

bilirubin clearance in sex hours (10). 

owing to a tiny amount of clofibrate 

(100mg)  do not result  in sleepiness and  

complication (11). In the current trial, 

clofibrate illustrate consequence  within 

24- hours staring dose, There was a  

demonstrate  reduction of bilirubin level  in 

clofibrate cluster with phototherapy 

compare to control cluster, This result are 

agreed with other studies  of Badeli et al 

(12), A Ahadi et al(13)& Habibi et al (14) , 

but significant action of clofibrate 

appeared between 24hr up to 96hr  from 

management as variation can be due to 

maturation  of newborn and emptying of 

intestine and biliary system , This result 

are in accordance with studies  of 

Mohammadzadeh et al 2005 (15), 

Caballero NB et al (16). In our study is 

disagreeing with results of Cuperus FJ 

(17).  

The reduction for phototherapy 

requirements and hospitalization time 

within patients of clofibrate group were 

(6% vs. 76%), (17% vs. 66%) significantly 

lower (P = 0.0198), (P =0.0248) 

respectively compared with control group, 

this may be due to clofibrate increases 

bilirubin conjugation and excretion and 
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enhancement of glucuronyl transferase 

stimulation causing significant raise of 

bilirubin clearance, so decrease need for 

phototherapy & need for hospitalization 

&its duration. In  the present study  results 

are agreed with other studies of Caballero 

NB et al (16), Sakha SH et al (18), Xiong 

T et al (19) but disagreed with results of 

Cuperus FJ (17) owing to the short of blind 

of interference, management bias may be 

arise. No cases of either bilirubin 

encephalopathy or neonatal mortality and 

/or exchange transfusion happened in 

clofibrate group while three case exchange 

transfusions were needed in control group   

Conclusion:  
Clofibrate 100 mg/kg as a single dose can 

be safely used in neonates because of 

decreasing bilirubin and decrease need for 

phototherapy, hospitalization time in 

neonates appeared within 24 hours and full 

action of clofibrate appeared between 24-

hr up to 96-hr.  

ACKNOWLEDGMENTS: Appreciations 

to everyone in teamwork create this article 

practicable. 

References:  

1- Chang PF;Lin YC;Liu K;Yeh SJ;Ni 

YH.Prolonged unconjugated 

hyperbilirubinemia in breast-fed male 

infants with a mutation of uridine 

diphosphate-glucuronosyl transferase. 

J Pediatr.  2009; 155(6):860-3. 

2- Stevenson DK; Vreman HJ; Wong 

RJBilirubin production and the risk of 

bilirubin neurotoxicity, Semin 

Perinatol. 2011; 35(3):121-6  

3- Bhutani VK, Stark AR, Lazzeroni LC, 

et al. Initial Clinical Testing 

Evaluation and Risk Assessment for 

Universal Screening for 

Hyperbilirubinemia Screening Group. 

Predischarge screening for severe 

neonatal hyperbilirubinemia identifies 

infants who need phototherapy. J 

Pediatric. 2013; 162(3):477–482 

4- Gamaleldin R, Iskander I, Seoud I, et 

al. Risk factors for neurotoxicity in 

newborns with severe neonatal 

hyperbilirubinemia. Pediatrics.   2011; 

128(4):e925–e931. 

5- Bart Staels, Jean Dallongeville, Johan 

Auwerx, Kristina Schoonjans, Eran 

Leitersdorf and Jean-Charles Fruchart 

.Mechanism of Action of Fibrates on 

Lipid and Lipoprotein Metabolism . 

Circulation. 1998; 98:2088-2093. 

6- Dennery PA. Pharmacological 

interventions for the treatment of 

neonatal jaundice. Seminar Neonatal. 

2002; 7(2):111-119. 

7- Kutz K, Kandler, H, Gugler R, et al. 

Effect of  Clofibrate  on  the  

metabolism  of bilirubin,  

Bromosulphophthalein  and 

indocyanine  green  and  on  the  

biliary lipid  composition  in  Gilberts  

syndrome. Clin Sci. 1984:66[4]: 

389‐97. 

8- American Academy of Pediatrics 

Subcommittee on Hyperbilirubinemia. 

Management of hyperbilirubinemia in 

the newborn infant 35 or more weeks 

of gestation. Pediatrics. 2004; 

114(1):297–316. 

9- SPSS 16.0; software Foundation, 5 

feb2013. 

10- Bourget P, Broise I, Desmaris V, 

Gabilan C. Pharmacokinetics of 

Clofibrate in jaundiced newborn infant 

at term. Arch Pediatr 1999, 2(8):722- 

728. 

11- Mohammad Ashkan Moslehi, Narges 

Pishva1, Determination of effect of 

low dose vs    moderate dose clofibrate 

on decreasing serum bilirubin in 

healthy term neonates. Iran j ped.   

2007 June, 17(2), 108-112.  

12- Badeli MR, Sharafi R, Sajedi SAThe 

effect of clofibrate on neonatal 



AJPS, 2017, Vol. 17, No.1                                           Date of acceptance:15-5-2017      

139 
 

hyperbilirubinemia in uncomplicated 

jaundice. Iranian Journal of Pediatrics 

2008; 18(1):20-4. 

13- A Ahadi ; M Mirzarahimi ; F 

Ahmadabadi ; A Tavasoli ; N 

Parvaneh: Comparison of the efficacy 

of Clofibrate with Phenobarbital in 

decreasing neonatal 

hyperbilirubinemia .IJN . 2013, 10; 

13-19. 

14- Habibi M, Mahyar A, Ayazi P, 

Ahmadabadi F, Javadi. A. The effect 

of Clofibrate on hyperbilirubinemia of 

term neonates Acta Med Iran. 2012; 

50(1) :21-5. 

15- Mohammadzadeh A, Farhat AS, Iran 

pours R.Effect of Clofibrate in 

jaundiced term newborns. Indian J 

Pediatr, 2005, 72(2) :123-126. 

16- Caballero Noguez B, Hernadez PS, 

Rodriguez JBE, et al. Clofibrate effect 

associated with phototherapy on 

bilirubin concentration in newly-born 

babies. Rev Mex Pediatr. 2001; 

68:176–80. 

17- Cuperus FJ, Hafkamp AM, Hulzebos 

CV, Verkade HJ. Pharmacological 

therapies for unconjugated 

hyperbilirubinemia. Curr Pharm Des. 

2009;15(25):2927-38. 

18- Sakha SH, Gharehbaghi MM, Rahbani 

ME. The effect of Clofibrate with 

phototherapy in late pre-term 

newborns with non-hemolytic 

jaundice. Indian J Med Sci. 2009 May; 

63(5):174-9. 

19- Xiong T, Chen D, Duan Z, Qu Y, Mu 

D. Clofibrate for unconjugated 

hyperbilirubinemia in neonates: a 

systematic review Indian Pediatr. 2012 

Jan; 49(1):35-41.    


