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令和８年 4 月入学第２回 

医学薬学府博士課程入学試験問題 Question Sheet 
外国語〔英語〕Foreign language〔English〕  2026.1.27（Tue）実施 

Read the text below and answer the questions in English. 

                       

The following text is an excerpt from a research paper entitled “Clinicopathologic 
Features of a Rare and Underrecognized Variant of Early-stage Primary Biliary 
Cholangitis with Ductopenia”. (Am J Surg Pathol 49; 2025: 265-272) This was a 
retrospective study of patients with biopsy-proved PBC in the early stage from January 
2009 to January 2023 at Beijing Friendship Hospital, Capital Medical University. 
Read the text, figure, and table, and then answer the questions. 
 
Introduction 
Primary biliary cholangitis (PBC) is a chronic autoimmune liver disease characterized by 
destructive granulomatous lymphocytic cholangitis, leading to progressive bile duct loss, 
cholestasis, fibrosis, and ultimately biliary cirrhosis. Ductopenia, defined as the loss of 
bile ducts in more than 50% of portal tracts, represents a significant bile duct lesion and 
cholestatic change for patients with PBC. Histologically, ductopenia has been identified 
as one of the factors contributing to the poor biochemical response to ursodeoxycholic acid 
(UDCA) in patients with PBC. And the presence of ductopenia and fibrosis are key 
features characterizing the progression of PBC.  
Two distinctive histologic forms of ductopenia have been identified: one with obvious 
portal inflammation and advanced fibrosis (destructive ductopenia), and the other being 
“bland” duct loss without obvious portal inflammation or fibrosis (nondestructive 
ductopenia). Thus, ductopenia seems to not always consistently parallel the progression 
of fibrosis. Similarly, ductopenia occurs not only in patients with PBC with the advanced-
stage but also in those with early-stage without significant fibrosis, which is coined as a 
premature ductopenic variant. In general, ductopenia does not often accompany poorer 
outcomes. Patients with nondestructive ductopenia had lower advanced fibrosis rates and 
better outcomes than those with destructive ductopenia. However, those patients with 
PBC with nondestructive ductopenia (early stage PBC with ductopenia) seem to exhibit a 
distinct disease development pattern. One previous study has reported a higher incidence 
of esophageal varices and poor prognosis in these patients with premature ductopenic 
variant PBC. Currently, the clinicopathologic features of patients with early-stage PBC 
with ductopenia, their response to standard therapy, and final clinical outcomes are not 
fully understood. Thus, we aimed to investigate and compare the clinical and pathologic 
features of patients with early stage PBC with or without ductopenia.  
 
Results  
Comparison of the Demographic and Laboratory Data Between Patients With Early stage 
PBC With or Without Ductopenia  
A total of [  1  ] patients with early-stage PBC were eligible for enrollment in the final 
analysis. Based on histologic assessments, these patients with early-stage PBC were 
divided into patients with ductopenia (n = [  2  ] ) and patients without ductopenia (n = 
[  3  ] )(Fig. 1). The baseline demographic and laboratory data are shown in Table 1. The 
median age was 50 years, and 128 (90.8%) were females. Compared with those without 
ductopenia, patients with early-stage PBC with ductopenia were younger (mean: 52 vs 
45) and had significantly higher levels of ALT (median: 55 vs 116.5 U/L), AST(median: 56 
vs 123 U/L), ALP (median: 178 vs 520 U/L), GGT (median: 164 vs 452 U/L), TBIL (median: 
14 vs 23 umol/L), direct bilirubin (median: 4.28 vs 8.04 umol/L), total bile acid (median: 
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9.07 vs 22.5 umol/L), total cholesterol (CHOL; median: 5.39 vs 7.66 mmol/L) and 
triglyceride (median: 1.14 vs 2.03 mmol/L) level (with all P values < 0.05). These results 
suggest the ductopenic group tends to experience more intense liver injury, particularly 
in ALP or GGT levels. In addition, people in these 2 subgroups did not differ in [  4  ] , 
or [  5  ] levels, suggesting a comparable liver synthetic function between these patients. 
 
Comparison of the Histologic Data Between Patients With Early-stage PBC With or 
Without Ductopenia  
The histologic lesions in patients with early-stage PBC with and without ductopenia are 
presented in Figure 2 [not shown]. Our study also reevaluated and compared the new 
staging and grading system for PBC, as shown in Figure 3 [not shown]. We found that the 
grades of cholangitis activity (P = 0.045) and hepatitis activity (P = 0.031) were lower in 
patients with ductopenia, suggesting that inflammation may subside after attacking the 
bile ducts. As for histologic features with disease stage, we found fibrosis occurred more 
often in patients with ductopenia (P = 0.001). The chronic cholestasis indexes were also 
higher in patients with ductopenia, such as copper deposition (deposition of Rhodanine-
positive granules; P= 0.046), cholestasis (cholate stasis; P = 0.001), and foam cell (P = 
0.002). In addition, the area of CK7-positive hepatocytes, the hepatocyte-cholangiocyte 
metaplasia, was also higher in patients with ductopenia (P < 0.001). Furthermore, 
patients with early-stage PBC with ductopenia seemed to have a higher degree of chronic 
cholestatic signs, but a lower degree of inflammation activity. Correlation analysis was 
conducted among histologic findings. We found bile duct loss was positively correlated 
with fibrosis (r = 0.313, P < 0.001) and chronic cholestasis lesions: foam cell (r = 0.247, P 
= 0.003), deposition of Rhodanine-positive granules (r = 0.332, P = 0.001) and area of CK7 
positive hepatocyte (r = 0.669, P < 0.001). In addition, fibrosis was also significantly 
related to hepatitis activity (r = 0.197, P = 0.046), area of CK7-positive hepatocyte (r = 
0.194, P= 0.041), and deposition of Rhodanine-positive granules (r = 0.369, P < 0.001). 
 
Critical Biochemical Indicators Associated With Ductopenia in Early-stage PBC 
To identify patients with ductopenia in early-stage PBC, logistic regression analysis with 
baseline biochemical indexes was conducted. In univariate analysis, we found younger 
age, with higher levels of ALT, AST, ALP, GGT, TBIL, direct bilirubin, total bile acid, and 
CHOL at baseline were associated with ductopenia in early-stage PBC. In addition, CHOL 
level was the independent factor associated with ductopenia in early-stage PBC 
demonstrated by multivariate analysis (Table2). Furthermore, after adjusting for 
confounding factors such as demographics data (age/sex), fibrosis stage, and treatment 
strategy, higher levels of CHOL remained as a factor for ductopenia in early-stage PBC. 
Receiver operating characteristic curves of CHOL for diagnosing ductopenia in early-
stage PBC are drawn with the area under the receiver operating characteristic curve of 
0.843 (95%CI: 0.740-0.946).  
 
Treatment Response and Clinical Outcome of Patients With Early-stage PBC With or 
Without Ductopenia  
For the treatment strategy, 116 of the total 141 patients had a follow-up of more than 1 
year. Among them, 69% (80/116) of patients received UDCA monotherapy, 12.9% (15/116) 
of patients received UDCA and fenofibrate (FF), 15.5% (18/116) of patients received UDCA 
with immunosuppressive agents (mycophenolate mofetil, azathioprine) or glucocorticoids 
(GCs), and 2.6% (3/116) of patients received hepatoprotection without UDCA. We found 
patients with early-stage PBC with ductopenia were more likely to receive second-line 
treatment than those without ductopenia (52.9% vs 18.3%, P=0.001).  
Biochemical response of standard UDCA-based treatment was evaluated in our study. We 
found patients with early-stage PBC with ductopenia had a significantly lower response 
rate than those without ductopenia (Paris II criteria: 22.6% vs 70.1%, P < 0.001, Barcelona 
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criteria: 45.2% vs 80.3%, P < 0.001, Rotterdam criteria: 31% vs 79.1%, P <0.001, shown in 
Fig. 4A). This was consistent with the fact that ductopenia was an independent risk factor 
for poor biochemical response by multivariate logistic analysis. Patients with Early-stage 
PBC with ductopenia tended to have a worse short-term prognosis though with no [  6  ] 
difference (Table 1 and Fig. 4B, liver-related events: 4.9% vs 11.8%, P= 0.352). Totally, 
liver-related events occurred in 8 patients, including esophageal variceal bleeding (n = 3), 
hepatic failure (n = 1), LT (n = 2, one for hepatic encephalopathy and the other one for 
chronic liver failure), and death (n = 2) and 4 patients were from ductopenia group.  
In addition, we also explored the final biochemical response (ALP levels <1.67 ULN) in 
patients with early stage PBC with ductopenia after the add-on treatment. We found that 
with second-line drugs of PBC, FF, or immunosuppressive agents or GCs, helped to 
improve the biochemical response rate of patients with early stage PBC with ductopenia 
(UDCA monotherapy: 7/31 vs UDCA combined with FF/GC: 5/13), which may prolong the 
survival of these people. 
 
 
 
 

 
FIGURE 1. Schematic flow chart of the present study design. 
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FIGURE 4.  A, Treatment response to UDCA in patients with early-stage PBC with ductopenia group and 
without ductopenia group. B, Kaplan-Meier plots for decompensated cirrhosis-free survival and cumulative 
incidence of clinical endpoint events in patients with early-stage PBC with and without ductopenia. C, Treatment 
strategy and therapeutic efficacy of patients with early-stage PBC with ductopenia.  
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Answer the following questions. 
 
Question 1. How is ductopenia defined in this literature?  
 
A) No bile duct is identified in the portal tract of the biopsy specimen. 
B) Fewer than 50% of portal tracts are present in the biopsy specimen. 
C) Over 50% of the portal tracts show loss of bile ducts in the biopsy specimen. 
D) More than 50% of portal tracts contain bile ducts in the biopsy specimen. 
E) Fewer than 50 bile ducts are identified in the biopsy specimen. 
 
Question 2.  Which of the following statements about ductopenia is not consistent with the descriptions in the 
literature? 
 
A) Ductopenia and fibrosis do not always advance concurrently. 
B) Ductopenia does not generally correlate with unfavorable clinical outcomes. 
C) Ductopenia and fibrosis are hallmark features that define the progression of PBC. 
D) Ductopenia is a subtle indicator of bile duct damage and cholestatic alteration in PBC. 
E) Ductopenia is observed not exclusively in advanced-stage PBC but also in earlier stages. 

 
Question 3.  Fill in the blanks 1, 2, and 3 with the appropriate numbers. 
 
Question 4.  Which of the following criteria is not required for the cases included in the study? 
 
A) Ludwig stage I or II 
B) No concurrent hepatitis 
C) No history of liver transplantation 
D) Follow-up period of more than one year 
E) Eleven or more portal tracts in the biopsy specimen 
 
Question 5. Which of the following combinations correctly fills in blanks 4 and 5? 
 
A) alanine aminotransferase (ALT), prothrombin activity (PTA) 
B) alanine aminotransferase (ALT), aspartate aminotransferase (AST) 
C) albumin (ALB), prothrombin activity (PTA) 
D) albumin (ALB), total bilirubin (TBIL),  
E) aspartate aminotransferase (AST), triglyceride (TG) 
 
Question 6. In the histological comparison, which feature was more significant in early-stage PBC without 
ductopenia than in those with ductopenia? 
 
A) Cholangitis activity 
B) Cholestasis 
C) Deposition of Rhodamin-positive granules 
D) Foam cell 
E) The area of CK7-positive hepatocytes 
 
Question 7. For what purpose are the Paris II criteria used in Figure 4?  
 
A) Degree of ductopenia 
B) Disease stage 
C) Indication criteria for treatment 
D) Prognostic assessment 
E) Therapeutic effect 

 
 
 



 

Question 8. Fill in the blank 6 with an adjective that means “based on a probabilistic and quantitative judgment 
derived from a large amount of data.” 
 
Question 9. Select the statement that is consistent with the findings in the literature regarding the efficacy of 
second-line drugs—such as fibrates (FF), immunosuppressive agents, and glucocorticoids (GCs)—in patients 
with early-stage PBC with ductopenia. 
 
A) Little benefit can be expected from second-line drug treatment.  
B) Use of second-line drugs do not enhance the biochemical response rate. 
C) While second-line therapy can be effective, it should be used with caution. 
D) Second-line drugs have the potential to enhance survival outcomes in these patients. 
E) The efficacy of second-line drugs is well established, and therefore they should be used. 
 
Question 10. According to the results of the study, which of the following is not a characteristic of early-stage 
PBC with ductopenia compared with those without ductopenia? 
 
A) Abnormal liver function test results 
B) High cholesterol levels 
C) Histologically low hepatitis activity 
D) Poor long-term prognosis 
E) Poor response to UDCA therapy 
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＜ 解答例 ＞ 

 

Question 1. C 

Question 2. D 

Question 3.  1）141  2）36  3）105 

Question 4. D 

Question 5 C 

Question 6 A 

Question 7 E 

Question 8 statistical 

Question 9 D 

Question 10 D 

 

 

＜ 出題意図 ＞ 

 

設問は、原発性胆汁性胆管炎（PBC）の生検材料を対象としたレトロスペクティヴな病理学的研究

論文を題材とし、多肢選択問題 8問、数字記入問題 1問、英単語記述問題 1問の全 10問で構成し

た。論文内容は臨床病理学的解析や統計的検討を含み、一般的な英語語彙に加えて病理学・肝臓学・

統計学の専門用語を含むが、高度な専門知識を前提とせず、英文を正確に読解できれば十分に解答

可能な設問となっている。本問題は、医学・薬学・生命科学などの関連分野で創造的かつ先端的な

研究活動を行うために必要な基礎的学力を評価することを目的とし、英文研究論文の読解力、要点

把握力、データ抽出力、および図表解釈力を総合的に測定することを狙いとしている。 

 

 

 

 




