
1 
 

 

    

 

Disproportionality analysis on hypothyroidism  

with roxadustat using  

the Japanese adverse drug event database 

Japanese Adverse Drug 

Event Report database:JADER

 

 

 

 

   

  

     

 

 

 

 

12  

 



2 
 

 

 
1.  ........................................................................................................................................ 3 
2.  ........................................................................................................................................ 4 

2.1.  .................................................................................. 4 

2.2  .......................................................................... 5 

2.3. SRS  ............................... 5 

2.4. HIF-PHI  ........................................ 6 

3.  ........................................................................................................................................ 7 
4.  ........................................................................................................................................ 8 

4.1.  ..................................................................................................... 8 

4.2.  ..................................................................................................................... 9 

4.3.  ..................................................................................................................... 9 

4.4.  ....................................................................................................................... 10 

5.  ...................................................................................................................................... 11 

5.1.  ............................................................ 11 

5.2.  .................................................... 14 

5.3.  ............................................................................ 14 

6.  ...................................................................................................................................... 16 
7.  ...................................................................................................................................... 18 
8.  ...................................................................................................................................... 19 
9.  .............................................................................................................................. 20 
10.  .................................................................................................................................... 23 

 

  



3 
 

1.  
HIF-PHI)

HIF-PHI

HIF-PHI

HIF-PHI

HIF

 

JADER HIF-

PHI  

HIF-PHI

ROR) 95 95%CI) ROR 95 CI 1

 

ROR 95 CI 22.1

18.3-26.7) 1.3 0.3-5.4) 1.2 0.5-2.7)

 

T3

THR

T3 THR TSH

T3 THR

TSH

 

HIF-PHI   

  



4 
 

2.  
2.1.  
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2.2  

World Health Organization:WHO
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2.4. HIF-PHI  
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4.  
4.1.  

JADER PMDA https://www.pmda.go.jp/index.html

JADER 2004 4 2022 7
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1 JADER

https://www.pmda.go.jp/files/000213668.png

4.2.

JADER ICH Medical Dictionary for Regulatory 

Activities/Japanese version :MedDRA ver.25.1 JADER

Preferred terms:PT PT

MedDRA Standardized MedDRA Queries:SMQ

"Hypothyroidism SMQ Code:20000160 " PT

4.3.

HIF-PHI

https://www.pmda.go.jp/files/000213668.png
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2 ESA

 

 2 HIF-PHI 2023 12  

  

 2019 11 19  

 2020 8 26  

 2020 8 26  

 2020 12 8  

 2021 4 22  

 

4.4.  

20

PT Reporting odds ratio:ROR

95 Confidence interval:CI SMQ

ROR 95%CI ROR

32 ROR 2×2 4

a b

c

d 32 ROR 95 CI 1
33  

 ROR = ( ) ( / ) 95%CI = exp log( ) ± 1.96 (1 ) + (1 ) + (1 ) + (1 )  
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Kaplan-Meier

R-4.2.2 R Foundation for 

Statistical Computing, Vienna, Austria  
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5.  
5.1.  

JADER 5,716,272

2,619 0.05 723 0.01

2,415 0.04 20

21 3

4

215.9 95 CI 185.5-251.3

31.1 95 CI 16.1-60.1 30.3 95 CI 20.9-

43.7 6.8 95 CI 5.6-8.3 8.1 95

CI 5. 7-11.4   3.4 95 CI 2.6-4.5

14.3 95 CI 11.5-17.9 7.4 95 CI 4.2-13.0

  3.5 95 CI 2.2-5.4

18.1

95 CI 14.5-22.7 1.6 95 CI 0.4-6.3   

1.4 95 CI 0.6-3.2  
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3  

 
   

 ROR 95% CI   ROR 95% CI   ROR 95% CI  

 2,619  723  2,415  

 195 215.9 185.5-251.3  9 31.1 16.1-60.1  29 30.3 20.9-43.7  

 104 6.8 5.6-8.3  34 8.1 5.7-11.4  49 3.4 2.6-4.5  

 83 14.3 11.5-17.9  12 7.4 4.2-13.0  19 3.5 2.2-5.4  

 80 18.1 14.5-22.7  2 1.6 0.4-6.3  6 1.4 0.6-3.2  

 70 6.8 5.3-8.6  11 3.8 2.1-6.9  45 4.7 3.5-6.3  

 69 184.0 143.5-235.9  2 17.5 4.4-70.1  4 10.5 3.9-28.0  

 57 3.1 2.4-4.1  24 4.8 3.2-7.3  31 1.8 1.3-2.6  

 53 5.4 4.1-7.0  11 4.0 2.2-7.3  10 1.1 0.6-2.0  

 42 1.8 1.4-2.5  8 1.3 0.6-2.5  10 0.5 0.3-0.9  

 40 1.0 0.7-1.3  3 0.3 0.1-0.8  39 1.0 0.8-1.4  

 38 1.4 1.0-1.9  14 1.8 1.1-3.1  60 2.3 1.8-3.0  

 36 2.1 1.5-2.9  3 0.6 0.2-1.9  15 0.9 0.6-1.6  

 32 5.8 4.1-8.2  3 1.9 0.6-6.1  6 1.2 0.5-2.6  

 28 0.8 0.5-1.1  6 0.6 0.3-1.3  144 4.6 3.9-5.4  

 25 6.4 4.3-9.5  2 1.8 0.5-7.4  12 3.3 1.9-5.9  

 23 226.0 146.9-347.7  0 N.A. 2 19.3 4.8-77.8  

 23 2.4 1.6-3.5  8 3.0 1.5-6.0  18 2.0 1.3-3.2  

 22 5.9 3.8-8.9  7 6.7 3.2-14.2  12 3.4 2.0-6.1  

 21 0.4 0.3-0.6  4 0.3 0.1-0.7  30 0.6 0.4-0.9  

 21 30.6 19.9-47.2  7 36.7 17.4-77.4  0 N.A. 
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 20 14.2 9.1-22.0  9 23.2 12.0-44.7  4 3 1.1-8.1  

CI, confidence interval; ROR, reporting odds ratio; N.A., Not available. 
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5.2.  

SMQ SMQ Code:20000160

ROR 22.1 95 CI 18.3-26.7 1.3 95 CI

0.3-5.4 1.2 95 CI 0.5-2.7 4

5  

 

4 SMQ Code:20000160  

  ROR 95% CI 

 113 22.1 18.3-26.7 

  2 1.3 0.3-5.4 

 6 1.2 0.5-2.7 

CI, confidence interval; ROR, reporting odds ratio. 

 

5  

  ROR 95% CI 

  

50  16 44.6 26.9-74.0 

60  11 16.1 8.8-29.3 
70  40 19.2 13.9-26.4 

80  41 30.8 22.4-42.3 

90  5 17.9 7.3-44.1 

  

 64 20.9 16.3-26.9 

 49 28.9 21.6-38.5 

 CI, confidence interval; ROR, reporting odds ratio. 

 

5.3.  
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6.  
JADER
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HIF-PHI JADER HIF-PHI
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7.  
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10.  
: List of Preferred Terms that comprise hypothyroidism  

PT_CODE Adverse events 
10076644 Autoimmune hypothyroidism                                                                           
10086754 Central hypothyroidism                                                                              
10010510 Congenital hypothyroidism                                                                           
10018096 Generalised resistance to thyroid hormone                                                           
10059844 Hypothyroidic goitre                                                                                
10021114 Hypothyroidism                                                                                      
10087712 Hypothyroxinaemia in pregnancy                                      
10083075 Immune-mediated hypothyroidism                                                                      
10028665 Myxoedema                                                                                           
10060819 Myxoedema coma                                                                                      
10065306 Post procedural hypothyroidism                                                                      
10036697 Primary hypothyroidism                                                                              
10087670 Radiation hypothyroidism                                                                            
10043693 Thyroid atrophy                                            
10078564 Thyroid stimulating hormone deficiency                                                              
10087924 Transient neonatal hyperthyrotropinaemia                                                            
10060325 Anti-thyroid antibody                                                                               
10084158 Anti-thyroid antibody decreased                                           
10085912 Anti-thyroid antibody increased                                                                     
10060310 Anti-thyroid antibody positive                                                                      
10077172 Atrophic thyroiditis                                                                                
10079165 Autoimmune thyroid disorder                                                                         
10049046 Autoimmune thyroiditis                                                                              
10004889 Biopsy thyroid gland abnormal                                                                       
10005830 Blood thyroid stimulating hormone abnormal                                                          
10005832 Blood thyroid stimulating hormone decreased                                                         
10005833 Blood thyroid stimulating hormone increased                         
10006818 Butanol-extractable iodine decreased                                                                
10006819 Butanol-extractable iodine increased                                                                
10076602 Congenital thyroid disorder                                                                         
10015549 Euthyroid sick syndrome                                                                             
10050747 Free thyroxine index abnormal                                                                       
10050748 Free thyroxine index decreased                                                                      
10050749 Free thyroxine index increased                                                                      
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10017685 Gamma radiation therapy to thyroid                                                                  
10018498 Goitre                                                                                              
10069432 Hashimoto's encephalopathy                                                                          
10083071 Immune-mediated thyroiditis                                                                         
10071250 Infectious thyroiditis                                                                              
10022918 Iodine uptake abnormal                                                    
10022920 Iodine uptake decreased                                                                             
10022922 Iodine uptake increased                                                                             
10086276 Multifocal fibrosclerosis                                                                           
10034957 Photon radiation therapy to thyroid                                                                 
10036073 Polyglandular autoimmune syndrome type II                                                           
10064115 Polyglandular autoimmune syndrome type III                                                          
10037001 Protein bound iodine decreased                                                                      
10037002 Protein bound iodine increased                                                                      
10037784 Radioactive iodine therapy                                                                          
10062098 Radiotherapy to thyroid                                                                             
10060307 Reverse tri-iodothyronine decreased                                 
10060306 Reverse tri-iodothyronine increased                                                                 
10079012 Silent thyroiditis                                                                                  
10065359 Thyreostatic therapy                                                                                
10054025 Thyroglobulin absent                                                                                
10054011 Thyroglobulin decreased                                                                             
10054010 Thyroglobulin increased                                                                             
10054024 Thyroglobulin present                                      
10085019 Thyroid autotransplantation                                                                         
10043709 Thyroid disorder                                                                                    
10056525 Thyroid dysfunction in pregnancy                                                                    
10043722 Thyroid electron radiation therapy                                                                  
10043730 Thyroid function test abnormal                                                                      
10062149 Thyroid gland scan abnormal                                         
10077609 Thyroid hemiagenesis                                                                                
10068076 Thyroid hormone replacement therapy                                                                 
10075803 Thyroid hormones decreased                                                                          
10063161 Thyroid hormones increased                                                                          
10062126 Thyroid operation                                                                                   
10043757 Thyroid pain                                                                                        
10043764 Thyroid releasing hormone challenge test abnormal                                                   
10072829 Thyroid size decreased                                                                              
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10065358 Thyroid therapy                                                                                     
10062127 Thyroidectomy                                                                                       
10043778 Thyroiditis                                                                                         
10043780 Thyroiditis acute                                                                                   
10043781 Thyroiditis chronic                                                 
10043782 Thyroiditis fibrous chronic                                                                         
10043784 Thyroiditis subacute                                                                                
10051423 Thyroxin binding globulin abnormal                                                                  
10051421 Thyroxin binding globulin decreased                                                                 
10051420 Thyroxin binding globulin increased                                                                 
10043814 Thyroxine abnormal                                                                                  
10043816 Thyroxine decreased                                                                                 
10055158 Thyroxine free abnormal                                                                             
10055162 Thyroxine free decreased                                                                            
10055163 Thyroxine free increased                                                                            
10043818 Thyroxine increased                                                                                 
10052702 Thyroxine therapy                                                                                   
10044592 Tri-iodothyronine abnormal                                          
10044594 Tri-iodothyronine decreased                                                                         
10053794 Tri-iodothyronine free abnormal                                                                     
10053791 Tri-iodothyronine free decreased                                                                    
10053790 Tri-iodothyronine free increased                                                                    
10053793 Tri-iodothyronine free normal                                                                       
10044596 Tri-iodothyronine increased                                                                         
10062215 Tri-iodothyronine uptake abnormal                                                                   
10044601 Tri-iodothyronine uptake decreased                                                                  
10044602 Tri-iodothyronine uptake increased                                                                  
10060987 Ultrasound thyroid abnormal                                                                         
10048207 X-ray therapy to thyroid                                                                            

PT, Preferred Terms. 
 


