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After admission, we kept treatment with curam and zithromax. After treatment,
he symptoms relieved gradually. On 01/30, follow up laboratory data showed
decreased WBC (white blood cell) count but increased CRP (C-reactive
protein) level. Also, hyperbilirubinemia, and hyperCKemia were subsided.
CXR (chest X-ray) on the same day revealed improvement of infiltration in
right lung field and bilateral pleural effusion. In addition, we arranged cardiac
echo for him which showed normal LV (left ventricle) systolic function
(LVEF(left ventricular ejection fraction): 54%) Also, we cosulted rehabilitation
department for swallowing training for him. However, tachycardia up to 150
bpm (beats per minute) was noted on 01/30. EKG (electrocardiogram) was
arranged which showed af (atrial fibrillation) with RVR (rapid ventricular
response). Therefore, we added cordarone one tab QD (once daily) for heart
rate control. We will kept current treatment and follow up laboratory data and
CXR (chest X-ray) on 02/02.Discharge on 03Feb2023.
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On 27-JAN-2023, the patient experienced conscious disturbance (preferred
term:Altered state of consciousness). The event conscious disturbance became
serious

on 28-JAN-2023.0n the same date,the patient had conscious disturbance and
bp:93/65 mmhg when removing the 5-fu injector after 5-fu dosing completed. At
ER, blood test, Ct scan, Ekg, Chest x-ray were arranged, and neurologist was
consulted. Acute ischemic infarction (especially basilar artery occlusion) was
highly suspected but family refused to do further survey. The patient was
transferred to icu care. At the time of reporting, the event conscious disturbance
was ongoing.

The investigator considered that there was a reasonable possibility of a causal
relationship between the study therapy Medi5752, Oxaliplatin and 5-fluorouracil
and the following event(s): conscious disturbance.
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RE BT This time, according to patient, elevated PSA (prostate specific antigen) level
was noted during health examination. He also complurinary for urinary
frequency,dysuria,and weak urinary stream. Echo showed enlarged prostate,
volume: 50 ml. After dicussion with patient, admission for laser TURP was
suggested. Due to above, patient was admitted to our ward for scheduled
operation.
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This subject T1220-005-005 He was admitted for furthter care on 20/Jan/2023.
After admission,ND(nasoduodenal) tube was kept for nutrition
supplement.hold study medication(Afatinib 30mg 1 Tab QD PO)since
22/Jan/2023~Due to Dysphagia, Antibiotics with Curam was added under the
suspicion of community-acquired pneumonia, and was discontinued on 01/26
due to improved infection parameters. The treatment(BEAR study)for his
esophageal cancer was resumed (Afatinib was added back since 2023/01/26)
after the antibiotics course finished. On the other hand, drooling was
complained, which was favored to be related to stenotic esophageal caused by
recurred tumor. We had consulted chest surgeons for further evaluation, and
feeding jejunostomy was then created on 2023/01/30 after discussing with the
patient as well as his family.We started feeding with D5W  from jejunostomy
since 2/1 and to milk since 2/2. TPN for nutrition supplement will be kept until
then.During 2/4~2/8, we gradually let the patient start bolus feeding, and to use
bag feeding for lower feeding speed. 2nd course of BEAR trial (B1754091 240
mg at D1 + Afatinib 30mg QD for 21 days) was started on 2/8. After BI754091
given, the patient is discharge and arrange OPD follow up next week.

FALA
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-~ AEZ ARG R REE T1220-005-005 0 48 fk § 44 0 XA
p#p2023/01/20 0 PR E R & oo B4 FRAFZ G LR E LT
Dysphagia @_fx - 2nd course of BEAR trial (BI754091 240 mg at D1 +
Afatinib 30mg QD for 21 days) was started on 2/8. After BI1754091 given,
the patient is discharge and arrange OPD follow up next week.
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After admission, dyspnea and lower limb edema were improved. We avoid
medication with hepatotoxicity (Acarbose) and added Stronger 3 amp QD
(once daily)(self-paid) since 2023/1/14. Blood transfution with FFP (fresh
frozen plasma) and Vit K1 (Phytonadione) (Katimin™1) were also given for
coagulopathy and hypoalbuminemia. The virus parameters all showed negative
and the autoimmune profile also revealed negative result. Liver biopsy was
done smoothly on 1/17 due to no obvious cause noted after general survey.
Liver transplantation was consulted due to progressive hyperbilirubinemia via
lab (laboratory) data follow-up. Blood test on 1/18 revealed decreased of liver
function but still elevated bilirubin level, Hepatology surgeon was consulted for
liver transplanation. For hyperbilirubinemia, CBC (complete blood count)
smear was done on 1/18 and showed less like hemolytic or Sickle-cell disease.
Blood culture on 1/14 showed staphylococcus haemolyticus,Methylprednisolon
was added on 1/21 for rule out autoimmune hepatitis. Fever was noted on 1/21
afternoon, and the lab data showed leukocytosis with neutrophil predominent
and mild elevated CRP (C-reactive protein), hperkalemia, hyponatremia, she
was discharged on 1/28

FALA

2/21/2023

- N A2 RE R LEE 104360 T4 A ZEE g4 p Gt
2023/01/28 » ¥ & 2 5. Acarbose - % # % 2% * Acute hepatitis
¥k ikeo1/12 show:ALT 452~AST 325 i 4w + ® % recheck local
data > show: AST 800 ~ ALT:1019 #& 3 #+P& 4L 25 » FFfwad 2k fx o
We avoid medication with hepatotoxicity (Acarbose) and added
Stronger 3 amp QD (once daily)(self-paid) since 2023/1/14 -
Fever was noted on 1/21 and the lab data showed leukocytosis
with neutrophil predominent and mild elevated CRP (C-reactive
protein), hperkalemia, hyponatremia, she was discharged on
1/28 « Flérdk 342 &> & ;2328 DILI score» s sl g 2 2
F 2. # 3 Acarbose % AEBkE P 4 Wity Naranjo scale »
Acarbose % 3 & 0 BN EHEHF D ] o o mFEA E YT LT R
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This subject T1220-005-005 was 48y man has esophagus squamous cell
carcinoma.

According to his statement, he suffered from dyspnea and short of breath since
2/11.The associated symptoms included left chest pain and chest tightness.He
denied chest trauma, heavy lifting or smoking recently, he visited hematology
OPD on 2/15 and then referred to ER for help on 2/15.At ER , his initial vital
signs revealed BT:35.2°C ;HR:84 bpm;RR:20 cpm;BP:98/47 mmHg; SpO2 : 94
%. Lab data revealed leukocytosis, elevated CRP level,coagulopathy, and
hyponatremia.CXR revealed left pneumothorax.Left chest tube insertion was
performed at ED.CXR still revealed left pneumothorax, and we thus consulted
chest surgeon for poor function of left chest tube. Revision of left chest tube
was performed but f/Ju CXR showed poor lung expansion. Left main bronchus
obstruction with tumor was highly suspected, which caused left lung may be
difficult to re-expand. with stable vital signs under nasal cannula 2L.Empiric
antibiotics with curam was added and then titrated to flumarin for suspected
pneumonia.Under the impression of left pneumothorax, he was admitted for
furthter care on 18/Jan/2023.hold study medication (Afatinib 30mg 1Tab
QDPO)since 16/Feb/2023~now Due to AE(pneumothorax,pneumonia)by
investigator suggestion.

2/21/2023

-~ AR AE R GL LEF T1220-005-005 0 48 &k F 0 XpEH 2
poHp> 2023/02/15 0 VA F o B4 Wik ez d A E 2 o left
pneumothorax,pneumonia - 18/Jan/2023 Empiric antibiotics with curam was
added and then titrated to flumarin for suspected pneumonia.hold study
medication (Afatinib 30mg 1Tab QDPO)since 16/Feb/2023
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After admission, we arranged Radical
cystoprostatectomy-+appendectomy+bilateral pelvic lymph node
dissection+ileal conduit on 2023/02/07. From 02/11~02/17, he complained
abdominal fullness, poor appetite and X-ray of KUB (kidneys, ureters, and
bladder) showed ileus. NG (nasogastric) tube was re-inserted on 02/15 night for
decompression. From 2/18~2/22, one shock episode with desaturation was
noted on 2/18, and improved after fluid resuscitation. Reddish brown stool was
noted in the same day. stool routine showed 4+, suspected Gl (gastrointestinal)
bleeding. In the following day, intermittent abdomen pain was noted. However,
persistent ileus was still noted on 2/22, abdomen CT (computed tomography)
was suggested. Due to free air over abdomen and highly suspected PPU
(perforated peptic ulcer), emergent exploratory laparotomy was arranged.
During operation, ileoileostomy anastomosis site perforation was noted, then
segmental resection of small bowel with side to side ileoileostomy and
ileostomy were done smoothly. Estimated blood loss was around 50ml, no
blood transfusion during surgery, but persistent hypotension was noted,
vasopressors were given. He was transferred to SICU (Surgical Intensive Care
Unit) for further care.
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On 27-JAN-2023, the patient experienced conscious disturbance. Subject had
conscious disturbance and BP:93/65 mmhg when removing the 5-fu injector after
5-fu dosing completed on 27-Jan-2023 and then sent to ER for management. At
ER, neurologist was consulted. Acute ischemic infarction (especially basilar
artery occlusion) was highly suspected but family refused to do further survey.
Subject was transferred to ICU care. Empirical antibiotic with tazocin was
given since 01/28 and followed up infecion parameters were decreasing. Under
relative stationary condition, he is transferred to ordinary ward on 01/30. After
transferred to GI ward, it was arranged brain MRI for stroke survey on 2/2 and
shows no active lesion, no brain metastatsis, no recent stroke. Also, shifted
antibiotic to Cefepime since 1/30 . Smofkabiven for nutrition supplement.
Conscious disturbance partial improving on 2/6.The patient recovered from the
event of conscious disturbance on 08-Feb-2023.

28-Jan-2023 :#5% B\ 13> EDC % %t § F § 2 &1 285 4 Medi5752,
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state of consciousness) i fz = Conscious disturbance partial improving on 2/6.
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