Clinical Summary – Oncology
Lung biopsy – lymphangitis carcinomatosis from lung adenocarcinoma origin
Abdomen and pelvis CT (April 22, 2019) – Worsening in lymphangitic spread in the lungs and increase in size of known perihilar tumors in the right middle and lower lobes.
Extensive secondary bilobar spread in the liver.
Brain MRI – 6mm site of suspected metastases
Molecular profile of the tumor: ALK+
Clinical – Patient needs constant oxygen. Saturation 86% on room air, corrected to 94% on oxygen. Taking Dexamethasone 4mg daily since her release. Constant dyspnea, denies cough. Normal appetite, normal weight. About 10 days without fever.

May 26, 2019. Started Alectinib 3.5 weeks ago. Reports fatigue, myalgias. 
Main complaint is severe constipation, for which she was hospitalized in the Internal ward. Underwent gastro consultation and is now taking Avilac at maximal dose. Reports blurry vision in both eyes since the beginning of treatment, especially in the upper vision field. 
Clinically, there has been significant improvement, does not use oxygen except at night. During hospital stay she had and abdominal CT – mets in the liver are already smaller after two weeks of treatment.

July 7, 2019. Two months on Alectinib. Saturation on room air 95%. At night still below 90% so sleeps with oxygen. Reports diffuse myalgias, especially in her back. Constipation has improved. Patient has gained weight. Normal blood count, liver function tests are normal. Eye exam are normal except for dryness and need to see an optometrist. 
Brain MRI (July 3, 2019). The enhancement and slight edema in the left cerebellum which were seen on the previous exam, were absorbed with no remainder.	Comment by Author: In original: קשר האדרתי
Abdomen and pelvic CT (June 25, 2019). Improvement in lungs and liver. Osteoblastic spread to the bones which was not seen in previous exams and is apparently in response to treatment.

September 16, 2019. In treatment for four months now. Notes side effects of treatment: edema, constipation, myalgias. PET-CT (September 1, 2019) Complete response.

November 18, 2019. Receiving lower dose (450 twice daily), and reports feeling better. Still has back and muscle pain in the spine, is taking Optalgin. PET-CT (November 13) – continued complete response

February 10, 2020. On Alectinib for 9 months. Significant clinical deterioration – patient reports two weeks of back and right shoulder pain; sensory deficits for one week in the shoulder and axilla. 
PET-CT from yesterday – worsening of disease including spinal cord compression at D2

February 19, 2020. Started Brigatinib on February 14, 2020
Receiving radiation, one fraction remains
Guardant – ALK fusion identified without a resistance mechanism

February 26, 2020. Almost two weeks on Brigatinib. Saturation 97% on room air. Suffers from dysphagia after radiation to D2, including notable fungal growth in the pharynx. Performed a Roche liquid biopsy, known ALK identified, without a clear resistance mechanism.

March 22, 2020. About 5 weeks on Brigatinib. Reports shortness of breath with exertion and speech. Saturation 95% on room air. No reported pain and sensory loss in the arm. Lost weight.
Did an updated CT scan – slight deterioration compared to the PT (but not the same quick dynamic change as seen the previous two tests).
 
April 19, 2020. In light of patient’s worsening clinical state, started treatment with Carboplatin + Alimta on March 30, 2020. Clinical improvement seen after the first treatment and increase in O2 saturation

May 10, 2020. Telemedicine visit due to corona pandemic – after two courses of treatment. Patient reports weakness, fatigue, loss of appetite. She is taking folic acid and B12.
Saturation 95% on room air. Can walk without dyspnea.
PET-CT (May 5, 2020) – findings identify mixed response to treatment of lung malignancy – lung nodules are fewer and smaller, and reduction in septal thickening, however new excess absorption in lung nodules which was not seen before. Progression of secondary spread to bones – a new metastasis found on the right acetabulum; active disease flare-up in spinal metastasis and increased absorption in two additional foci in the spinal column. 

June 21, 2020. Finished four courses of Carboplatin + Alimta + Denosumab. Denies dyspnea. Saturation 97%. Suffers from middle back pain at D10. Taking Optalgin and cannabis.
Spinal CT (June 1, 2020). Bone structure: no evidence of a fracture, no focal findings. Multiple sclerotic foci in dorsal and lumbar vertebrae, pelvic bones on both sides that match known metastases, no change.
PET CT (June 15, 2020). Findings raise concern for progression of lung mets and mixed response to treatment in the bone metastases. Underwent new Guardant test (not yet interpreted). Started Lorlatinib 3 days ago, as recommended by Dr. Peled.

July 15, 2020. After a month on Lorlatinib, saturation 94-97% on room air. Patient reports she had headaches yesterday and diarrhea, she vomited once. Today she feels better but notes tingling and numbness.
Almost completed palliative radiation of her back, with pain improvement.
Brain MRI (July 13, 2020). New extensive parenchymal and leptomeningeal spread.
Chest CT (July 14, 2020) – worsening

August 24, 2020. Tried Crizotinib, two weeks after starting treatment underwent lung biopsy which did not show malignancy but rather cryptococcus, verified by PCR. Received Fluconazole, also underwent LP which did not show antigen.
Imaging afterwards – notable improvement in the lungs (apparently both), improvement in some of the brain metastases but not in the lepto component. However, patient suffers clinical neurological deterioration and is currently hospitalized in the Neurology ward and receiving WBRT.

September 3, 2020. Family consulted Dr. Jessica Lin from the US, she spoke with me on the phone. She recommends stopping Crizotinib and starting Capmatinib because she believes the growth has a met pathway that we haven’t yet identified. She recommends giving an additional agent with the Capmatinib to continue ALK inhibition such as Alectinib/Lorlatinib (despite the progression of disease on these therapies). We held a meeting with the family– it was explained that without poof of met Capmatinib is totally off-label. It was explained that each medication has its own side effects and potential toxicities. On the other hand, this would be the sixth line of treatment (Alectinib, Brigatinib, chemotherapy, Lorlatinib, Crizotinib) so patient has more or less exhausted standard therapies. Dr. Lin also asked to avoid TKIs during radiation.

October 13, 2020. Started Capmatinib (compassion plan) on September 9, 2020, added Lorlatinib one week later (75 mg). Notable clinical improvement under treatment – patient is walking, functioning, stopped Fenta completely. Reports sensory deficts in sphincter region. Treatment is well tolerated, besides fatigue. Normal appetite, patient has gained weight.	Comment by Author: In original
תכנית חמלה?
Hemoglobin 11.8, normal chemistry and thyroid function
PET-CT (September 21, 2020). Good but partial response of lung disease to treatment.  Additional good response of bone spread to treatment. The test is not diagnostic for the nervous system. There appears to be a nodule on the right adrenal compared to previous test with FISH analysis of the tumor – met amplification 

November 10, 2020. Continuing Capmatinib and Lorlatinib, treatment is well tolerated except for constipation and weakness. Patient reports pain between shoulder blades that comes and goes 3-4 times a day; it is self-resolving and she does not take pain killers.
PET-CT (November 3, 2020). Lung met in RUL has grown (from 7 to 13mm) and there is increased FDG absorption in some of the bone mets.
MRI (October 30, 2020). Notable improvement in enhancement sites which were sampled in the previous tests in both hemispheres and hindbrain, near the trigon on both sides - match secondary spread, and in the leptomeningeal enhancements

ECOG performance status
Nov 10, 2020 11:42 a.m.
Stage: restricted activity
Total: 1
Physical exam
	Examined – yes
	General condition – patient is relaxed, general condition is fine
	Chest and lungs – Good, even inspirations on both sides, no wheezing or rhonchi
	Muscle and bone – no sensitivity when bones are tapped
Summary and discussion: 49 yo, metastatic lung cancer treated with Capmatinib and Lorlatinib. Overall marked clinical improvement, and most of the disease is under control. Growth of lung metastases in RUL and flare up at a number of skeletal sites. We will radiate the lung metastases and D6 which is causing the patient pain.	Comment by Author: In original:
נקרים את הגרורה הריאתית
I’m not sure what this means – possibly נקרין? 

General recommendations
· Continue 400mg Capmatinib twice daily
· Continue 75 mg Lorlatinib daily
· Continue xgeva
· Patient has been referred to radiation institute
· PET-CT in 7 weeks + blood tests and clinical visit
· Monitor neuro-oncological developments
