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6/13/2024

6/6/2024 follow upl Fiopm 4 Ak

?RFRFE

UTI or gout attack was suspected on 5/8. Cefoxitin was given, colchicine and
prednisolone for gouty arthritis. Poor digestion and hiccup, so mosapride and
baclofen was added. We start to try PSIMV on 5/9. The brain MRI on 05/13
showed: 1. Acute infarction at bilateral paramedian thalamus, midbrain, and
pons. Under the impression of urinary tract infection, antibiotic with cefepime
was prescribed.Self-paid pregabalin was prescribed for hiccups. The
tracheostomy was performed smoothly on 2024/05/21. The brain CT on 05/22
showed hypodense in bilateral thalamus with hemorrhagic transformation
2.Edoxaban 30 mg per day was prescribed for stroke secondary prevention.
After tracheostomy, he respirated smoothly without ventilator. He was
transfered to ordinary ward on 2024/05/24.

Much urine output and low osmolality or urine was noted, and central DI was
suspected. Thus, desmopressin 4mcg ST was ever given, and much improving
of urine output after that. We thus added on oral minirin since 5/31. Liver
enzyme eleavted ,s0 we discontinued statin, and shifted to ezetimibe. The liver
function was improving. He could intermittent obey easy order now.
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FAFE BT

SUBJECT SUFFERED FROM DIARRHEA AROUND 3-4 WEEKS BEFORE
THIS ADMISSION. THE FURTHER STOOL CLOSTRIDIUM DIFFICLES
EXAM PRESENTED WITH GDH POSITIVE ON 2024/6/5. SUBJECT
WENT TO ER ON 2024/6/15, LAB DATA PRESENTED WITH MILD
ELEVATED CRP 6.92 AND SEVERE ELEVATION OF BUN
78.5,CREATININE7.18. ACCORDING TO THE ABOVE STATUS,
FURTHER ADMISSION WAS INDICATED. AT ORDINARY WARD,
PHYSICAL EXAMINATIONS PRESENTED WITH NO SPECIFIC
POSITIVE FINDINGS. HIS ABDOMEN WAS SOFT AND FLAT.
ACCORDING TO THE ABOVE CLINICAL INFORMATION, SUSPECTED
CLOSTRIDIUM DIFFICLES INFECTION, WAS THE INITIAL
IMPRESSION. HE WAS THEN ADMITTED TO OUR WARD FOR
RECEIVING FURTHER EVALUATION AND TREATMENT.
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PR A The subject experienced grade 2 hemoptysis starting on May 26, 2024, and was
hospitalized on May 28, 2024 (please refer to the SAE form for hemoptysis).
He was planned for discharge on June 5, 2024, based on his stable condition,
but he developed a fever with signs of bronchopneumonia on the morning of
June 5, 2024. Therefore, he needs to receive antibiotics for infection control and
will have a prolonged hospitalization.
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IRB #%3& p ¥ F2p¥ follow Up D N*R
7/16/2024 7/16/2024 initial W Rop A Al
EIL A % At Tachy-bradycardia syndrome, sick sinus syndrome.
Arrange PPM on 20240716.
2AHERAL 712812024
A= L2 F ¥ bradycardia (oo AL F BT E KR PPM s Bk
LiphmldF  ZXFERAT G A BT FRITSHEREHO 375
AR LAY F SRR ESF AN R L KD
i * i i
BB 7
IRB %% KMUHIRB-F(1)-20220134
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712212024 7/20/2024 follow upl Wiopm A Ak
PR At After admission, pre-permanent pacemaker insertion examination was done.
Due to tachy-bradycardia syndrome, we arrange permanent pacemaker insertion
on 2024/07/17. We keep antibiotic with Cefazolin 1 gram every 8 hours
(7/16~7/20), and then shift to oral form antibiotic with Cephradine (Unifradine
250 milligram/Capsule) 1 Capsule every 6 hours for 7 days for prevention of
intervention-related infection. We follow up chest radiography on 2024/07/18
and 7/19 which showed no pneumothorax, no pacemaker lead displacement.
Under the stable condition and no post-pacemaker complication, he was
discharged on 2024/07/20 and arrange cardiovascular outpatient department
follow up.
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712312024 7/11/2024 initial W Rop A Al
EIL A % At The patient experienced no drainage from the PTGBD (percutaneous
transhepatic gallbladder drainage) tube starting on 2024/07/11. He visited the
emergency department for assistance and underwent PTGBD revision on
2024/07/12. After being transferred to the general ward, the PTGBD was
confirmed to be functioning smoothly with no occlusion. Due to his stable
condition, the patient was discharged and will follow up at the OPD (Outpatient
Department).
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The subject is a 57 y/o male with cancer of the spindle cell sarcoma. On
2024-03-25, the subject received his fourth dose of T-1201 treatment. On
2024-04-12, the head & neck CT scan revealed stable disease. The subject
experienced massive epistaxis on 2024-04-20 and was transported to the ER.
CT scan on 2024-04-21 showed suspicious tumor rupture and the subject
underwent emergency neurointervention for left carotid stenting. He was
admitted to ICU on 2024-04-22 and antibiotics were initiated for aspiration
pneumonia. Culture from sputum and lower BAL revealed Pseudomonas. The
subject’s condition stabilized following the treatment, and he was transferred to
general ward on 2024-04-25.The subject received fifth dose of T-1201 on
2024-05-06 and was discharged on 2024-05-08. On 2024-05-26, fresh blood
passage was noted from his tracheostomy, prompting him to seek help at a local
hospital. As his condition did not improve, he went to the study site for further
treatment on 2024-05-28. The sign of hemoptysis was noted, and he was
hospitalized for safety monitoring. Although the Grade 2 hemoptysis could be
tumor related, the potential role of study treatment cannot be completely ruled
out. Therefore, the medical monitor considered this event to be probably related
to T-1201 treatment.
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On 2024-05-26, fresh blood passage was noted from his tracheostomy, and he
went to the study site for further treatment on 2024-05-28. The sign of
hemoptysis was noted and was hospitalized for safety monitoring. The aerobic
and anaerobic blood cultures collected on 05/28 revealed no growth after 6
days. While this event of Gr 2 hemoptysis could be related to his underlying
malignancy, the potential role of study drug could not be ruled out. Therefore,
the medical monitor considered this SAE of hemoptysis probably related to the
study drug and a safety reporting was submitted to the regulatory agencies on
6/13. His condition stabilized following hospitalization and received his 6th
dose of study drug on 2024-06-03. He was scheduled for discharge on
2024-06-05. However, on the morning of 2024-06-05, he developed a fever
accompanied by signs of bronchopneumonia, necessitating the extension of his
hospitalization for infection control.The investigator attributed this SAE of Gr 3
bronchopneumonia to his underlying malignancy and considered it unlikely
related to the study drug. However, in the absence of leukopenia or neutropenia,
the medical monitor considered this event more likely to be secondary to the
hemoptysis that occurred on 2024-05-28, and probably related to the study
drug.

7/28/2024

% ¥ % #218 7] hemoptysis(from tracheosomy) » Feivfr » G fedp B 52 0 & 2
AR A P AR SAEF H(ERp A LR w E AR ) 2 E 2
T 2 4 et s (NPC, spindle cell carcinoma ) #4n B > 43 4R 77 3
B e LA/ ST AP c BB A E AT 2 BEING AV i
BELERARM > LA N 2P ARREL M LT i Ot
37 4 3T 5 T AL 4P M (2024/06/13) » F 7 15 & SUSAR & o 15 B H
B P AAFA BB o &= hemoptysis ¥ 0 RER B AR TR 0 X
w8 AR R e 2 2024.06.18 1115

FRAZ>EFAFAAMIZHEY) CHFEHBF=R 8% -

i

pEs 3%

il i

B 5

IRB $%.

KMUHIRB-F(1)-20210085

Ph

T-1201 ;3 #44](T-1201 Injection 100 mg Kit) * > gt #p 5 &8 %6 72; 8,
- 2P AELR BEY

| 2 5

£ 3% BhF

18 22cuax% W7
B [JE_ > W4 S gl

35




IRB 3 3E p #F

, Initial/ ,
x4 P4 P AR RS
R follow up &

71312024

5/28/2024 follow up?2 Erop A Gfx

*RF RE

We submitted the SAE form for Hemoptysis to update the relationship of the
investigational product to "probably related™ after discussing with the medical
monitor and study team. We assume the tumor hemorrhage (please refer to this
SAE form) and its potential complication, hemoptysis, could be caused by the
underlying disease, but the potential role of the treatment effect could not be
completely ruled out, as angiogenesis is an influential factor. Therefore, we
have updated section 27 regarding the relationship of the investigational
product and made minor amendments to sections 21 to clarify the information
on this SAE Follow-up-2 form.
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We submitted the SAE form for Bronchopneumonia to update the relationship
of the investigational product to "probably related"” after discussing it with the
medical monitor and study team. We assume the tumor hemorrhage and
hemoptysis (please refer to these 2 SAE forms) and their potential
complication, bronchopneumonia, could because by the underlying disease, but
the potential role of the treatment effect could not be completely ruled out.
Therefore, we have updated section 27 regarding the relationship of the
investigational product and made minor amendments to sections 21 to clarify
the information on this SAE Follow-up-2 form.
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Subject 218 experienced massive epistaxis on 2024/04/20 and transported to
ER. The CT on 04/21 showed suspicious tumor rupture and he underwent ER
neurointervention for left carotid stenting. After clinical treatment, with
continuous improvement and lab tests indicating a return to baseline level, he
received his fifth dose of T-1201 on 05/06 and discharged on 05/08. This event
of Grade 4 tumor hemorrhage was initially attributed to the subject's underlying
malignancy and considered to be unlikely related to the study drug. On 05/26,
fresh blood passage was noted from his tracheostomy. As his condition did not
improve, he went to the study site for further treatment on 05/28. The sign of
hemoptysis was noted, and he was hospitalized for safety monitoring. Medical
monitor considered SAE of hemoptysis probably related to the study drug and
safety report was submitted to the regulatory agencies on 06/13. A
comprehensive review of his medical records and CT was conducted following
the Gr 2 hemoptysis event. Medical monitor concluded this tumor rupture on
04/20 might be secondary to tumor progression or related to the therapeutic
effect of the study treatment. Consequently, the causality of the SAE of Grade 4
tumor hemorrhage was revised to "possibly related" on 06/17.
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https://kmuh.cims.tw/wiPtms/protocolStatus.do?protocolId=4667
https://kmuh.cims.tw/wiPtms/protocolStatus.do?protocolId=4667

Pl TR 5 R

s frf T TE 14 P 25 A

51



